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DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE

Food and ‘Drug Administration

[ 21 CFR Part 341 ]
[Docket No. 7T6N-0052 |

OVER-THE-COUNTER DRUGS

Establishment of a Monograph for OTC
Cold, Cough, Allergy, Bronchodilator and
Antiasthmatic Products -

The Food and Drug Administration
(FDA) proposes to establish conditions
under which over-the-counter (OTC)
cold, cough, allergy, bronchodilator and
antiasthmatic drugs are generally recog-
nized as safe and effective and not mis-
branded, based on the recommendations
of the Advisory Review Panel on Over-
the-Counter (OTC) Cold, Cough, Allergy,
Bronchoedilator and Antiasthmatic Prod-
. ucts; comments by December 8, 19786.

Pursuant to Part 330 (21 CFR Part
330), the Commissioner of Food and
Drugs received on March 3, 1976, the re-~
port of the Advisory Review Panel on
Over-The-Counter (OTC) Cold, Cough,
Allergy, Bronchodilator and Antiasth-
matic Products. In accordance with
§ 330.10(a)(6) (21 CFR 330.10(a) 6)),
the Commissioner is issuing (1) a pro-
posed regulation containing the mono-

graph recommended by the Panel estab- _

lishing conditions under which OTC cold,
cough, allergy, bronchodilator and anti-
asthmatic drugs are generally recognized
as safe and effective and not misbranded;
(2) a statement of the conditions ex-
cluded from the monograph on the basis
of a determination by the Panel that
they would result in the drugs not being
generally recognized as safe and effec-
tive or would result in misbranding; (3)
a statement of the conditions excluded
from the monograph on the basis of a
determination by the Panel that the
available data are insufficient to classify
such conditions under either (1) or (2)
above; and (4) the conclusions and rec-
ommendations of the Panel to the Com-
missioner. The summary minutes of the
Panel meetings are on public display in
the office of the Hearing Clerk, Food and
Drug Administration, Rm. 4-65, 5600
Fishers Lane, Rockville, MD 20852.

The purpose of issuing the unaltered
conclusions and recommendations of the
Panel is to stimulate discussion, evalua-
tion, and comment on the full sweep of

the Panel’s deliberations. The Commis- -

sioner has not yet fully evaluated the
report, but has concluded that it should
first be issued as a formal proposal to
obtain full public comment before any
decision is made on the recommendations
of the Panel. The report of the Panel
represents the best scientific judgment
of the members. The report has been
prepared independently.of FDA and does
not necessarily reflect the agency posi-
tion on any particular matter contained
therein. After a  careful review of all
comments submitted #n response to this
proposal, the Commissioner will issue a
tentative final regulation in the FepERAL
RecIsTER to establish a monograph for
OTC cold, cough, allergy, bronchodilator
and antiasthmatic drug products.
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In accordance with § 330.10(a) (2) (21
CFR 330.10(a) (2)), all data and infor-
mation concerning OTC cold, cough, al-
lergy, bronchodilator and antiasthmatic
drug products submitted for considera-
tion by the Advisory Review Panel have
been handled as confidential by the Panel
and FDA. All such data and information
shall be put on public display at the of-
fice of the Hearing Clerk, Food and Drug
Administration, on or before Octcber 12,
1976, except to the extent that the per-
son submitting it demonstrates that it
still falls within the confideniality provi-
sions of 18 U.S.C. 1905 or section 301(j)
of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 331(j)) . Requests for con-
fidentiality shall be submitted to FDA,
Bureau of Drugs, Division of OTC Drug
Products Evaluation (HFD-510), 5600
Fishers Lane, Rockville, MD 20852.

Based upon the conclusions and rec-

" ommendations of the Panel, the Com-

missioner proposes, upon puklication of
the final regulation:

1. That the conditions inciuded in the
monograph on the basis of the Panel’s
determination that they are generally
recognized as safe and effective and are
not misbranded (Category I) be effective
30 days after the date of publication of
the final monograph in the FeDERAL
REGISTER. . .

2. That the conditions excluded from

the monograph on the basis of the Panel’s -

determination that they would result in
the drug not being generally recognized
as safe and effective or would result in
misbranding (Category II) be eliminated
from OTC drug products effective 6
months after the date of publication of
the final monograph in the FEDERAL REG-

‘ISTER, regardless whether further testing

is undertaken to justify their future use.

3. That the conditions excluded from
the monograph on the basis of the Panel’s
determination that the available data are
insufficient (Category III) to classify
such conditions either as Category I—
generally recognized as safe and effective
and not-misbranded, or as Catégory II—
not being generally recoghized as safe

and effective or would result in mis-.

branding, be permitted to remain in use
for not longer than 2 to 5 years (for the
specific conditions specified in this doc-
ument) after the date of publication of
the final monograph in the FEDERAL REG-
ISTER, if the manufacturer or distributor
of any such drug utilizing such conditions
in the interim conducts tests and studies
adequate and appropriate to satisfy the
questions raised with respect to the par-
ticular condition by the Panel. The pe-
riod of time within which studies must
be completed will be carefully reviewed
by the Commissioner after receipt of
comments on this document and will
probably be revised downward.

This proposal sets forth the conclusion
of the Advisory Review Panel on Over-
the-Counter (OTC) Cold, Cough, Allergy,
Bronchodilator and Antiasthmatic Prod-
ucts that several ingredients are safe and
effective for OTC use which heretofore
have been limited to prescription use or
classified for OTC use at a dosage level
lower than that recommended by the

Panel. The Commissioner is aware that

a number of questions have been pre-
sented to the agency regarding the OTC
marketing status of ingredients or
amounts of ingredients previously limited
to prescription use prior to finalization
of an applicable monograph for the in-
gredients. The reclassification of ingre-
dients from prescription to OTC status
bresents important issues that need care-
ful and special consideration.
Accordingly, the Commissioner pro-
posed, in the FEDERAL R=EGISTER of De-
cember 4, 1975 (40 FR 56675), a policy
to clarify the marketing status of (1)
all ingredients currently restricted to
brescription use which an OTC advisory
banel recommends as Category I (safe
and effective) , Category II (not safe and
effective) , or Category ITI (the available
data are insufficient to classify the drug) :

‘and (2) the use of active ingredients at

dosage levels higher than that available
in any OTC drug product.

The Commissicner also advised in the
preamble to the proposal in the Decem-
ber 4, 1975 FEDERAL RecisTEr that he may
indicate his disagreement with the
banel’s recommendation (s) regarding
specific ingredients proposed for Cate-
gory I, e.g., ingredients having manufac-
turing or formulation problems or un-
resolved quesfions concerning a potential
for -abuse -or misuse; and he may make
a tentative determination that an ap-
proved new drug application (NDA) is
required for marketing an OTC product
containing such -ingredients. The Com-
missioner acted on this proposal by final
regulation published in the FEDERAL REG-
ISTER of August 4, 1976 (41 FR 32580).

The-Commissioner has reviewed those
ingredients included in the Panel’s rec-
ommendations that are currently limited
to prescription use or classified for oTC
use at a dosage level lower than that
recommended by the Panel. He has made
an initial determination that an ap-
pbroved NDA is required for OTC market-
ing of promethazine for- any indication,
for OTC marketing of doxylamine suc-
cinate as an antihistamine at a dosage
level in excess of 7.5 milligrams (mg),-
and for OTC marketing of diphenhydra-
mine as an antihistamine. The Commis-
sioner is-deferring his decision on the
Panel’'s recommendation that diphen-
hydramine be considered generally rec-
ognized as safe and effective for OTC use
as an antitussive until the agency has
had an opportunity to rule on a supple-
mental NDA now pending for OTC use of
an antitussive product containing di-
bhenhydramine. The Commissioner has
made an initial determination to accept
the Panel’s recommendations on OTC
use of a number of ingredients among
which are chlorpheniramine, pseudo-
ephedrine, theophylline, and methoxy-
bhenamine. However, the Commissioner
wishes to raise several pertinent points
regarding these drugs, and they are fuily
explained below.

Promethazine. The Paxiel recom:
mended classification of the ingredient
promethazine as a Category I OTC anti~
histaminic drug. This ingredient is pres
ently-a component of drug products tha.
are the smbject of approved NDA’s for
bresexiption use as antihistamines, as
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sedatives, as antiemetics, as adjuncts
with narcotics for preoperative sedation,
and in the postoperative management of
pain. Promethazine is the only antihis-
taminic drug reviewed by the Panel that
ig chemically identified as & phenocthia-
zine derivative; no ingredients in this
class are currently available for OTC use.
Promethazine, like other phenothiazines,
is known to produce certain serious ad-
verse effects, including agranulocytosis,
thrombocytopenia, hypoplastic anemie,
extrapyramidal symptoms, and hypoten-
sion (AMA Drug Evaluations, 24 Ed.,
p. 49, although it may produce these
less frequently than do other pheno-
thiazines. Although these adverse effects
gre of considerable concern, the major
consideration relates to the effects of
promethazine on the central nervous sys-
tem (CNS). Promethazine is known to
have a hypnotic effect more conspicuous
than that of the other antihistaminics
(see Krantz and Carr, The Pharmaco~
logie Principles of Medical Practice, 8th
Ed., p. 818), a problem sufficient to cause
the Panel to recommend & warning, “may
cause marked drowsiness,” & warning not

required for OTC antihistamines In gen- -

eral. Overdosage is thus potentially &
preblem with promethazine, especially
for children, Children also seem partic-
~ularly liable to develop such CNS adverse
reactions as disturbances of the psyche,
ghanges in sensorium, evidence of ex-
trapyramidal disturbances, convulsions,
and, rarely, coma and death. The Com-
missioner notes that other OTC anti-
histamines are available that are as ef-
fective as promethazine and less hazard-
ous. Thus the risk of adverse effects from
OTC availability of this ingredient is
not justified in the absence of an off-
setting benefit in the form of therapeutic
superiority in comparison with antihis-
tamine ingredients already marketed
oTC.

Doxylamine succinate. The Panel rec-
ommended classification of the ingredi~
ent doxylamine succinate as a Category I
OTC antihistaminic drug at the 7.5 to
12.5 mg dosage level. This ingredient is
presently the subject of an approved
NDA for prescription use, and for OTC
use at the 7.5 mg dosage level, for several
indications, including the management
of perennial and seasonal rhinitis and
vasomotor rhinitis pursuant to the re-
quirements of § 310.201(a) (13) (21 CFR
310.201(a) (13)). The Commissioner con-
cludes that doxylamine succinate should
continue to be classified as a new drug
and a prescription drug at dosage levels
in excess of 7.5 mg. The Commissioner
makes this determination because other

_'OTC antihistaminic agents are available
that are safer than doxylamine succinate
at that dosage level. :

Doxylamine succinafe is & member of
tine ethanolamine class of antihistamines.
As noded in the AMA Drig. Evaluations,
2d Ed., p. 493, this class of drugs exhibits
a high inciderice of drowsiness compared
with the other ¢lasses of antihistamines
(ethylenediamines axd alkylamines). As
noted in the proposal - regarding OTC
sleep-ald drug products, paslished in the
FrpEraL REeIsTER of December 8, 1875
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(40 PR 57292), about 50 pexcent of those
persons. receiving conventional anti-
histamine treatment doses of drugs in
the ethanolamine -class experienced
drowsiness. In addition to the pro-
nounced tendency to induce sedation,
drugs in this group also possess signifi-
cant atropine-like activity. Therefore,
the Commissioner concludes that doxyla~
mine succinate should remain & pre-
scription new drug ingredient at the
dosage levels greater than 7.5 mg.

Diphenhydramine hydrochloride. Di-
phenhydramine hydrochloride is the ac-
tive ingredient in several products with
approved NDA's. All such products are
limited to prescription use. The Panel
recommended that diphenhydramine
hydrochloride be classified in Category
I for antihistaminic use at 25 to 50 mg,
which is the. usual prescription dosage
ievel. Diphénhydramine hydrochloride,
like doxylamine succinate, is p member
of the ethanolamine class of antihista-
mines. It, too. has a pronounced tendency
to produce sedation in & high proportion
of those persons who take it (AMA Drug
Evaluations, 2d Ed., p. 493) ., For this rea-
son, the Commissioner concludes that
diphenhydramine hydrochloride should
remain 2 prescription new drug ingredi-
ent and not be available for use as an
OTC antihistamine. No diphenhydramine
hydrochloride product is currently mar-
keted OTC as an antihistamine at any
dosage level. -

The Panel also recommended that di-
phenhydramine hydrochloride be classi-
fied in Category I for OTC use &s an anti-
tussive. Diphenhydramine hydrochloride
is the active ingredient in a cough syrup
product now being marketed OTC. The
currently effective NDA for this product
limits it to prescription use and labels it
as an expectorant only. The holder of the
NDA has submitted a supplemental NDA
that contains data in support of a claim
that the product is safe and effective for
use as an antitussive. The supplemental
NDA also requests that the product be
approved for OTC use. The Commissioner
has concluded that the marketing status
of diphenhydramine hydrochloride as an
gntitussive should be resolved by first
considering the approvability of this sup-
plemental NDA. Aifter that, he will ad-
dress the Panel’s recommendation that
diphenhydramine hydrochloride be con-
sidered generally recognized as safe and
effective for OTC use as an antitussive,

The agency will rule on the pending
supplemental NDA in the near future.
The Commissioner advises that if the
supplemental NDA is denied becaluse
diphenhydramine hydrochloride in the
amount present in that product is not
considered safe and effective for OTC use
as an antitussive, he will at that time
jssue a notice in the FEDERAL REGISTER
stating his disagreement with the Panel’s
recommendation that diphenhydramine
hydrochloride be classified in Category L
for OTC antitussive use. In that event,
any such product marketed OTC would

thereupon be subject to immediate regu-.

iatory acbion, in accordance with the en-
forcement policy announced in the Fep-
grAL REcISTER of Augush 4, 1976 (41 FR

132680). If the cupplemental NDA is ap-

~ o~
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proved, the Commissioner may neverthe-
less .conclude that the safety and/or
effectiveness of antitussive products con-
taining diphenhydramine hydrochloride .
has not achieved general recognition in
the scientific community, and he may
state such conclusion by notice in the
FepEraL REGISTER when the supple-
mental NDA is approved or at & later
time, e.g., in the preamble fo the tenta~
tive final monograph.

The Commissioner notes that the mar-
keting status of diphenhydramine hy-
drochloride as an antihistamine raises
different issues from those surrounding
its OTC use as an antitussive. The in-
dications, dosage levels, and number of
available effective alternatives are dif-
ferent depending on the condition for
which diphenhydramine hydrochloride
is to be used. Also, the effectiveness of
the ingredient is established in relation
to antihistaminic use, but has not yet
been ruled on in the context of the pend-
ing supplemental NDA for OTC use of &
cough syrup product. Accordingly, the
Commissioner’s initial decision not to ac-
cept the Panel's recommendation for
Cotegory I classification of diphenhy-
dramine hydrochloride for use as an an-
tihistamine is independent of his decision
on its status as an antitussive, although,
obviously, some of the underlying factual
considerations are common-to each.

Chlorpheniramine, pseudoephedrine,
theophylline, and methoxyphendmine.
The Panel recommended that chlorphen-
jramine as an OTC antihistamine and
pseudoephedrine as an OTC oral nasal
decongestant be available at dosage lev-
els twice those eurrently permitted for
OTC use. Although he does not disagree
with these recommendations ab this
time, the Commissioner is concerned
that consumers accustomed to purchas-
ing a particular product may not be
aware of the increased amount of active
ingredient per dosage unib. The Com-~
missioner concludes that consumers
should be fully informed about the in~
creased dosage. He has determined,
therefore, that all manufscturers who
elect to reformulate their marketed
products shall clearly indicate any in-
creased dosage level on the principal dis-
play panel of each product. He further .
suggests that, in the case of tablet form-
ulations, scored tablets be available to
assist the econsumer in achieving a lower
dosage, if one is desired.

The Panel further recommended that
theophylline and methoxyphenamine be
made available OTC as single ingredi-
ents. The Commissioner does not contest
the judgment of the Panel regarding the
safety of these ingredients. However, he
points out that he believes there is a se¢i~
entific issue whether the recommended
dosage levels are therapeutically effee- _
tive for a significant identifiable popu-
1ation of asthmagtics. Therefore, these two
ingredients are currently undergoing ex-
tensive review within the agency. Conse-
quently, the decision of the Panel may
be subject to modification in the tenta-
tive final monograph. .

The Commissioner invites full publie
comment on all of the conclusions and
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recommendations of the Panel, and on
his own specific conclusions regarding
bromethazine, doxylamine suceinate;
diphenhydramine, ehlorpheniramine,
pseudoephedrine; theophylline;, and me=
thoxyphenamine,

The Commissioner hag reviewed the
botential environmental impact of the
recommendations and proposed mono-
graph of the Advisory Review Panel on
OTC Cold, Cough, Allergy, Bronchodi-
lator and Antissthmatic Products and
has concluded that the Panel’'s recom-~
mendations and proposed monograph
will not significantly affect the quality of
the human environment and that an en-
vironmental impact statement is not re-
quired. The Commissioner has also con-
sidered the inflation impact of the
Panel's recommendations and proposed
monograph, and no major inflation im-
bact: has been found, as defined in Ex-

-ecutive Order 11821, OMB Circular A-
107, and the Guidelines issued by the
Department of Health, Education, and
Welfare. Copies of the environmental and
inflation impact assessments are on file
with the office of the Hearing Clerk, Food
and Drug Administration, Rm. 4-65, 5600

. Fishers Lane, Rockville, MD 20852,

The conclusions and recommendations
in the report of the Advisory Review
Panel on oOTC Cold, Cough, Allergy,
Bronchodilator and Antiasthmatic Prod-
ucts follow: )

In the FEpERAL REGISTER of January 5,
1972 (37 FR 85), the Commissioner of
Food and Drugs announced a proposed

review of the safety, effectiveness andla-~

beling of all OTC drugs by independent

. advisory review panels. On May 8, 1972,
" the Commissioner signed the final regu-

lations providing for- the OTC drug re-
* view under § 330.10 published in the Fep-
ERAL REGISTER of May 11, 1972 (37 FR

9464), which were made effective imme-.-

diately. Pursuant to these regulations the
-Commissioner issued 3 request for data
and information on all cold, cough;, aller-
8y, bronchodilator and “antiasthmatic
(CCABA) active ingredients in drug pro-
ducts, in the Feperar, REGISTER of August
9; 1972 (37 FR 16029).

The Commissioner appointed the fol-
lowing Panel to review the data and in-
formation submitted and $0 prepare a
report on the safety, effectiveness, and:
labeling of OTC cold, cough, allergy,
bronchodilator gad antiasthmatic ingre-
dients pursuant to § 330.10¢a) (1) :
Francis €. Lowell, M.D., Chairman
Hylan A, Bickerman, M.D,

Halla. Brown, M.D. N
Robert XK. Chalmers, Ph.D.
Mary Jo Reilly, M.S:
James R. Tureman, M.D.
Colin R. Woolf, M.D;

The Panel was first: convened on No-

vember 6; 1972, in an organizational

meeting, Working meetings were held o
December 11 and 12, 1972 January 23
and 24, Februasry 28 and March 1, April
§ and 6, May 10 and 11, June 19 and
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20, September 25 and 26;. October 31 and
November 1, December 6 and 7, 1973;:
Janmuary 8 and 9, March 19 and 20, June
12 angd 13, September 11 and 12, October
31, November 1, December 3 and 4, 1974;
January 30 and 31, April 3, 4 and 5,
May 15 and 16, July 17 and 18, Septem-~
ber 24 and 25, November 19, 20 and 21,
and December 17, 18 and 19, 1975; Feb-
ruary 2, and March 2 and 3, 1976.

Two nonvoting liaison representatives

served on the Panel. Mrs. Anita Ohlhau-:

sen, nominated by an ad hoce group of
consumer erganizations, served as the
consumer laison and Joseph I.. Kanig,
Ph. D.,, nominated by the Proprietary As-
sociation, served as the industry liaison.
The following employees of the Food and
Drug Administration served: Anna I.
Standard, M.D., Executive Secretary un-
til March 26, 1974 followed by Joel Aron-
son, R. Ph.; Thomas D, DeCillis, R. Ph.,
Panel Administrator; Recie Bomar, R.
Ph., Drug Information Analyst until Feb-
ruary, 1973 followed by Lloyd G. Scoftt,
R. Ph. until May, 1974 followed by Gary
P. Trosclair, R. Ph.

In addition to the Panel members and
liaison representatives, the following in-
dividuals were given an opportunity to

appear before the Panel to express their

views either at their own or at the Panel’s
request:

Paul Bass, Ph. D.

C. Warren Bearman, M.D;
John Behrman, M.D.
Richard C, Brogle, Ph. D.
C. Edward Buckley I1I, M.D,
A. Lee Caldwell, Jr., Ph. D,
Robert B. Choate -
Sanford Chodosh, M.D.
John T. Connell, M.D.
Joseph Dresner
Constantine Falliers, M.D,
Arthur D, Flanagan, M.D,
Spencer Free, Ph, D,
Arthur Grollman, M.D,
Robert M. Hodges

George F. Hoffnagle, Sc¢. D.
Clarence Imboden, M.D,
Charles Janeway, M.D,
Anita Johnson, Esq.
Stuart J. Land, Bsq.

Ben Marr Lanman, M.,
Vincent D. Larkin, M.D.
Louie G. Linarelli, M.D.
Jennifer Loggie, M.D.

5. J. London, M.ID.

Leslie M, Lueck, M.D,
Guillermo Martinez
John McLean, M.D.
Fletcher B. Owen, M.D.
Elias W. Packman, Se¢. D.
Joseph Page, BEsq.

Joseph J. Pittelli, M.D,
‘William R. Pool

Thomas W. Richards, M.D,
Norman Salik, M.D,
Robert T. Scanlon, M.D,
Daniel L. Shaw, Jr;, M.D.
Alex. Silverglade, M.D.
Joseph Smith, M.D.
Alfred E. Sutherland, Esq,
Garret W. Swenson, Esq,
M. L, Thomson, M.D,
Sumner Yaffee; M.D.

No person who so requested was dended
an opportunity to appear before the
Panel.

The Panel hag theroughly reviewed the
Iiterature, and the various data submis-
sions, has listened to additional testi-
mony from interested parties and has
considered all pertinent data and infor-
mation submitted through March 3, 1978
in arriving at its conclusions and recom-
mendations. -

In accordance with the OTC drug re-
view regulations (21 CFR 330.10), the
Panel’s findings with respect to these
classes of drugs are set out in three
categories:

Category I. Conditions under which
cold, cough, allergy, bronchodilator and

‘antiasthmatic products are generally

Tecognized as safe and effective and are
not misbranded.

Category II. Conditions under which
cold, cough, allergy, bronchodilator and
antiasthmatic products are not generally
recoghized as safe and effective or are
Inisbranded. )

Category II1. Conditions for which the
available data are insufficient to permit
final classification at this time,

The Panel recommends the following:
for each group of drugs:

1. That the conditions included in the
monograph on the basis of the Panel’s
determination that they are generally
recognized as safe and effective and are
not misbranded (Category I) be effective
30 days after the date of publication of

- the final monograph in the FEDERAI..

REGISTER.

2. That the conditioﬁs excluded from:,

the monograph on the basis of the Pan-
el’s determination that they would result
in the drug not being generally recog-
nized as safe and effective or would re-
sult in misbranding (Category II) be
eliminated from OTC drug products ef-
fective 6 months after the date of pub-
lication of the final monograph in the
FEDpERAL REGISTER, regardless of whether
further testing is undertaken to justify
their future use. '

3. That the conditions excluded from
the monograph on the basis of the Pan~
el's determination that the available data
are insufficient (Category IID) to classify
such conditions either as Category I—
generally recognized as safe and effective
and not misbranded: or as Category IT

not being generally reeognized as safe .

and effective or would result in mig-
branding, be permitted to remain in use
for a period. of time lustified in the re-
bort of 2, 3, 4 or 5 years for the specific-
conditions after the date of bublication
of the final monograph in the Peprrar.
REGISTER, if the manufacturer or dis-
tributor of any such drug utilizing such
conditions in the interim conducts tests
and studies adequate and appropriate to,
satisfy the questions raised. with respeet.
to the particular eonditivh by the Panel,

<
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T. SUBMISSION OF DaTA AND INFORMATION

Pursuant to the notice published in the FrprraL REGISTER of August 9, 1972 (37T FR
16029) requesting the submission of data and information on cold, cough, allergy,
bronchodilator and antiasthmatic (CCABA) drugs, the following firms made sub-

missions relating to the indicated products:

A. SUBMISSIONS BY FIRMS

Firm
Abbott Laboratories, North Chicago, Il
60064.
Block Drug Co., Inc., Jersey City, N.J. 07302.

" Boericke & Tafel, Inc., Philadelphia, FPa.

19107.

Breon Laboratories, Inc., New York, N.Y.
100186.

Calgon Consumer Prod., Co., Inc., Pittsburgh,
Pa. 156230,

Chesebrough-Pond’s, Inc., Trumbull, Conn.
06611..

iha-Geigy Corp.. Summit, N.J. 07901 _ .-

Colgate-Palmolive Co., Piscataway, N.J.
08854.
Creomulsion Co., Atlants, Ga. 30801 .-

Dorsey Laboratories, Lincoln, Nebr, 68501 .. -

The Dow Chemical Co., Zionsvilte, Ind. 46077

Prew Laboratories, New York, N.Y. 10016

¥ & P Laboratories, Inc., Chicago, TH. 60632_.

Father John’s Medicine ~Co., Inc., Lowell,
Mass. 01853. ’

G. E. Laboratories, Inc., Shamokin, Pa. 17872.

Glenbrook Laboratories, New <York, N.Y.
10016.

Fall Brothers, Radcliffe, Manchester Eng-
land. :

Hall Brothers, Whitefield, Manchester Eng-
land. :

Hoffman-LaRoche, Inc., Nutley, N.J. 07110

The Holford Co., Minneapolis, Minn. 55403 _ -

- Ives Lahoratories, Inc., New York, N.¥. 10017..

Johnson & Johnson, New Brunswick, N.J.
08903, .
Key Pharmaceuticals, Inc., Miami, Fla. 33169
Knoll Pharmaceutical Co., Whippany, NJ.
07981,

LaMay’s Asthma Eze, Inc., Kalaska, Mich.
496486,

Luden’s, Inc., Reading, Pa. 10601 o vnennn

Menley & James Laboratbories, Philadelphia,
Ps, 19101.

The Metholatum Co., Inc., Buffalo, N.¥Y,
14213.

Merck and Co., Inc., Rahway, N.J. 07066

Merck Sharp & Dohme, West Point, Pa. 19486..

Miles Laboratories, Inc., Elkhart, Ind. 46514_ .

Monsanto Co., St. Louis, Mo, 63166 ..

@Zzz!ﬁeil Laboratories, Inec,, Fort Washington,
Pa: 19034,

Marketed products
Calcidrine Syrup, Quelidrine Cough Syrup.

BC All Clear.
B & R Dietan Cough Syrup, B & R Tablets
No. 241. :

Bronkotabs,  Bronkotabs-HAFS, Broncho-

lixie, :

Sucrets Cold Decongestant Formula, Sucrets
Cough Control  Formula, Sucrets Sore
Throat Lozenges.

Cold-Team-24 Daytime Tablets, Cold-Team-~
Nighttime Liquid, Pertussin 8-Hour Cough
Formula, Pertussin Medicated Vaporizer,
Pertussin Plus Night-Time Cold Medicine,
Pertussin Wild Berry Cough Syrup.

Otrivin Nasal Solution, Otrivin Nasal Spray,
Otrivin Pediatric Nasal Solution, Otrivin
Pediatric Nasal Spray, Privine Nasal Solu-
tion, Privine Nasal Spray.

Congestaid Aerosol.

Cough Chek, Colchek, Creomulsion Cough
Medicine, Creomulsion Cough Medicine for
Children, COreozets Cough and Throat
Lozenges.

Chexit Tablets, Dor-C Tablets, Dorcol Pedi-
atric Cough Syrup, Triaminic Expectorant,
Triaminic Syrup, Triaminicin Nasal Spray,
Triaminicin Tablets, Triaminicol Cough
‘Syrup, Tussagesic Suspension, Tussagesic
Tablets, and Ursinus Tablets.

Novahistine DH, Novahistine Elixir, Nova-
histine Expectorant, Novahistine Fortis
Capsules, Novahistine Melet Tablets, 2/G,
and 2G/DM. )

Bronkaid Mist, Bronkaid Tablets.

F. & F. Original Formula Cough Lozenges.

Father John’s Medicine for Cough and Colds.

Troutman’s Cough Syrup. :

Breacol Decongestant Cough Medication with
. Neo-Synephrine, .

‘Hall’s Honey-Lemon Cough Drops.

Hall’s Cherry Cough Drops.

Theporin, Phenindamine. 7

Holford’s Famous Inhaler, Indian Chief In-
haler. X

Cerose, Cerose Compound Cerose-DM, Cetro-
Cerose.

Sine-Aid.

Key Tusscapine,
Verequad Suspension, Verequad Tablets.

Asthma Eze.

| Luden’s Houney Lemon Cough Drops, Luden’s

Honey Licorice Cough Drops, Luden's
Menthol Cough Drops, Luden’s Menthol
Eucalyptus Cough Drops, Luden’s Wild
Cherry Cough Drops.

Contac,

Mentholatum Olntment.

Nectadon. -

Propadrine Capsules 25 mg, Propadrine Cap-
sules 50 mg, Propadrine Elixir.

Alka-~Seltzer Plus Cold Tablets.

Methapyrilene Fumarate, Methapyrilene Hy~
-drochloride.

Co-Tylenol Cold Formuls, )
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Mitchum-Thayer, Inc., New York, N.Y. 10020

Norwich Products, Norwich, N.Y. 18815______

,Pa,rke:Dav'is & Co., Detroit, Mich. 48232___._._ -
8 B: Penick & Co., New York, N.Y. 10007.___

Piipharmecs Pfizer Pharmaceuticals, New
York, N:Y. 10017, )
Pharmacraft, Rochester, N.Y. 14603..._______

Plough, Inc., Memphis, Tenn.. 38101 . _____

Reld-Provident Laboratories, Inc., Atlanta,
Ga. 30308 )

A. ¥ Rabins Co:, Richmond; Va. 23220______

Roerig; New: York, N.Y. 10017 e e

Sandoz Pharmaceuticals, E. Hanover, N.J.
07936.
Sauter Labs., Inc., Nutley, N.J. 07110._.___.

R./Schiﬂmannﬁ Co., Los Angeles, Calif, 90031_.

Smith, Kliwe, & French Laboratories, Phila~-

delphia, Pa. 19101,

E. R. Squibb. & Sons, Inc., New Brunswick,
" N.J. 08903, | )

Sterling Produéts International, New York,
N.Y. 10016. )
Templetons, Inc., Buffalo, N.¥. 14223______.._

Henry Thayer Co., Cambridge, Mass. 02138__..

Thayer Labs, Inc., Cambridge, Mass. 02138....
The Upjohn Co., Kalamazoo, Mich, 49001..__..

Vick.Chemieal Co., New York, N.¥. 10017..._.

e

Arrestin Extra Strength Cough ‘Medicine
with D-Methorphan, Asthma-Nefrin Solu-
tion “A’ Inhalant, AsthmaNefrin Auto-
matic Aerosol Mist, AsthmaNefrin Cap~
sules, Liquiprin Nighttime Cold Medicine
for Children.

Norwich Baby Cough Syrup, Norwich Terpin
Hydrate and Dextromethorphan Hydro-
bromide Elixir N'F., Quadrin Decongestive
Tablets.

Benylin Cough Syrup, Benadryl.

Glyceryl Guaiacolate,

Toclase Cough Syrup, Toclase Cough Tablets,

Allerest Allergy Tablets, Allerest Nasal Spray,
Allerest Time- Capsules, Children’s Allerest
Allergy Tablets, Sinarest.

St. Joseph Cough Syrup.for Children. :

Coton Syrup, Histalet-DM, Reidacol, Tusstrol,
Tusstrol-DM. :

Dimetane Elixir, Dimetane Tablets, Robitus-
sets Troches, Robitussin, Robitussin-DM
Cough Calmers, Robitussin-DM, Robitus-
sin-PE Decongestant Expectorant,

Coryban-D Cold Capsules, Coryban-D Cough
Syrup, Coryban-D Nasal Spray.

Fiogesic. )

Children’s Romilar Cough Syrup, Romilar CF
Capsules, Romilar CF Syrup, Romilar CF
8-Hour Cough Formula, Romilar Chewable
Cough Tablets for Children, Romilar
Cough and Cold Capsules, Romilar Cough
Discs, Romilar Expectorant, Romilar Hy-
drobromide Tablets, Romilar Syrup, Romi-
lar III Cough Syrup with Expellin,

Amodrine.

Afrin Decongestant Nasal Spray, Afrin De-
congestant Nose Drops, Chlor-Trimeton
Antihistamine  Syrup, Chlor-Trimeton
Antihistamine Tablets, Coricidin “D” Tab-
lets, Children’s Coricidin Demilets Tablets,
Children’s. Coricidin Medilets, Coricidin.

Asthmador. .

Benzedrex Inhaler, Ornacol Cough and Cold.

Capsules, Ornacol Cough and Cold Liquid,
Ornex, Toryn Syrup, Toryn Tablets.

Spec-T" Anesthetic ILozenges, Spec-T Sore
Throat Decongestant Lozenges, Spec-T Sore
Throat Spray, Spec-T. Sore Throat Cough
Suppressant Lozenges.

Breacol with Prylon.

Raz-Mah Greys Capsules.

Thayers. Slippery EIm Throat Lozenges,
Thayers Slippery Elm Throat Lozenges
(Wild Cherry).

AsthmaNefrin Syrup,

Cheracol Cough Syrup, Cheracol D Cough
Syrup, Cidicol Syrup, Elixir Terpin Hy-
drate and Codeine N.F., Elixir Terpin
Hydrate and Codeine Sulfate, Emeracol
Cough Syrup, Hydriodic Acid Cough Syrup,

. Aromatic Iodized Lime Expectorant Tab-
lets, Orthoxicol Cough Syrup, Pyrroxate
Capsules, Pyrroxate Tablets, Special For-
mula No. 2 Analgesic Antipyretic Tablets.

Vicks NyQuil Nighttime Colds Medicine,
Vicks Cough Silencers, Vicks Cough Syrup,
Vicks Formula 44 Cough Discs, Vicks For-
mula. 44 Cough Mixture, Vicks Formula
44-D Cough Mixture, Vicks Inhaler, Vicks
Medicated Cough Drops (Blue Mint), Vicks
Medicated Cough Drops (Menthol-Euca-
lyptus), Vicks Medicated. Cough Drops
(Regular), Vicks Medicated Cough Drops
(True Lemon), Vicks Medicated Cough
Drops (Wild Cherry), Vicks Sinex Deconi=
gestant Nasal Spray, Vicks Vaporub, Victors.

- Menthol-Eucalyptus Dual Action Cough
Dreps and Victors. Menthol-Eucalyptus.
Dual Action Cough Drops (Cherry)., Vicks
Vaporub, Vicks Vaposfeam, Oil of Thurpen=
tine, Doxylamine Succinate.

. : \ . . .
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Warner-Chilcoti Lahoratories, Morris Plains,
N.J. 07950.

warner-Lambert Co.. Morris. Plains, NJ.
07950. .

[

Whitehall Laboratories, Ine., New ¥ork, K.Y

10017.

Winthrop Laborataries, New York, N.¥. 10016-

Winthrop Products, Ine., New York, N.Y.
10016.

© Wyeth Laboratories, Philadelphia, Pa. 19101

PROPOSED RULES

Tedral Tablets, Tedral Anti-H Tabiets, Tedral
Pediatric Suspension.

Listerine. Big- 4 Cough Formula, Hall's
Mentho-Lyptus Cough Tablets; Listerine
Antiseptic, Listerine Antiseptic Throat
Lozenges (lemon-mint), Listeriner Anti-

“ septic Throat Lozenges (orange), Listerine

© Antiseptic Throat Lozenges (regular), Lis~
terine Cold Tablet, Listerine: ‘Cough. Con~
trol Lozenges, Smith Brothers Medicated:
Cough- Drops. (black. licorice), Smith:
Brothers Medicated Cough. Drops. with:
Benzocaine (minted menthol), Smith:
Brothers Medicated Gough Drops (Wil
Cherry), Super Anahist: Decongestant: Taby=
lets, Super Anahist Decongestant Nasal
Spray..

Bronitin. Tablets, Bronitin Mist, Clear & Dry
Sinus Clearant Tablets; Poridril Anticough:
Tablets, Dristan Decongestant Tablets;

. Dristan Capsules, Dristan Nasal Mist, Dris«
tan Decongestant Vapor Nasal Spray, Prim-
atene M Formula Tablets; Primatene Mist,
Primatene P Formula.’ Tablets, Dristan
Decongestant Cough Formula.. o

Neo-Synephrine Compound. D.econgestant,/
Cold Tablets, Neo-Synephrine. HCl Decon-
gestant Elixir, Neo-Synephrine HGL Jelly;,
Neo-Synephrine Nasal Spray 1, percent;,
Neo-Synephrine: Nasal Spray 1. percent,

) Neo-Synephrine: Decongestant Nose: Drops:

© 14 percent, Neo~Synephrine: Deegongestant:
Nose Drops Y% percent, Neo-Synephrine De-
congestant Nose Drops: %4 percent; Neo-
Synephrine Decongestant Nose Drops'1 per-
cent, NTZ Nasal Spray, NTZ Decongestant
Nose Drops, Synephricol Antihistaminie
Cough Syrup. :

NRT Antihistaminic Decongestant, NRT
Nasal Spray, Asafen Tablets, Deka. Expec~
torant Cough Syrup, NTR Decongestant:
Antihistaminic, NTR Nasal Spray, Re-
cindal, Synephricol Cold Tablets, Neo=

‘synephrine Intranasal Drops % percent;
Neosynephrine Intranasal Drops-1 percent; -

' Phenergan,

In addition, the following firms or groubs made related submissions:

Firm-

Bristol-Myers: Products, New York, N.Y.
10022. )

Chattem Drug & Chemical Co., Chattanooga,
Tenn. 37409.

Lilly Research Laboratories, Indianapolis,
Ind. 46206.

Miles Laboratories, Inc., Elkhart, Ind. 465614

Parke Davis & Co., Detroit, Mich. 48232 e

A. H. Robins, Richmond, Va. 23220 e

Smith, Kline & French Laboratories, Phila-
delphia, Pa. 19101.

Linda Taliaferro, Austin, Tex. 8712 e
Vick Chemical Co., New York, N.Y. 10017 .-

vick Division Research, Mount Vernon, N.Y.
10553. . .

Whitehall Laboratqries,lnc., New York, N.¥.
16017. ’

Wyeth Laboratories, Inc., Philadeiphia, Pa.
19101. .

Submissions

Phenylephrine hydrochloride,. Phenyipropa=
nolamine,
Theophylline sodium glycinate.

Methapyrilene hydrochloride.

Phenylpropanolamine salts. .

Diphenhydramine and pseudoephedrine.

Glyceryl guaidcolate.

Chlorpheniramine, Brompheniramine male-
ate, Phenylpropanolamine, propylhexe-
drine, caramiphen edisylate. :

stramonium-belladonna.

Topical ephedrine; doxylamine succinate;
xylometazoline hydrochloride:

Alcchol.

Oral phenylephrine, and oral phenindamine,

Promethazine hydrochloride.

£. LABELED INGREDIENTS CONTAINED IN
MARKETED PRODUCTS SUBMITTED TO THE

¥PANEL

Acétamiinophen (N-acetyl-p- aminophenol)

Aceticacid

N-acetyl-p-amzinophenol (acetaminophen)

Alcohol !

Alkyl dimethyl berszylammonium .chloride
(benzalkonium chlorid ey

Aloin

Aluminum hydroxide-magnesitaum carbonate
co-dried gel

Aminophylline

Ammonium chloride

Anethole

Anise -

Antimony potassium tartrate

Ascorbic acid (vitamin C)

Aspirin

Atropine sulfate

Banana arome

Beechwood creosote

Belladonna

Belladonna alkaloids .

Benzalkonium chloride (aikyl dimetiyl Ben--
zylammonium chloride)

Benzocaine

Benzyl alcohol

Bengzaldehyde

Blood root

Boric acid

Bornyl acetate

Brompheniramine malente:

Bryonia tincture

Caffeine

Calcium carbaspirin:

Calcium iodide anhydrous: {iodides):

Camphor 7

Capsicum

Caramel

Caramiphen edisylate (caramiplien: ethane-
disulfonate)

Caramiphen ethanedisulforate: (caramiphemn:
edisylate)

Carbetapentane citrate

Cascara ;

Cedar leaf oil

Cedar, natural

Cetalkonium chloride:

Cetylpyridinium chloride

Cherry flavoring

Cherry nut flavoring

-Chlorobutanol

Chloroform )
Chlorpheniramine maleate
Citric acid .

Citric acid (hydrate) .
Cocillana

Cod liver oil

Codeine

Codeine alkaloid

Codeine phosphate-

Codeine sulfate

Compound white pine syrup
1-Desoxyephedrine:
Dextromethorphan:
Dextromethorphan hydrobraomide:
Dextrose

Dioctyl sodium sulfosuccinate
Diphenhydramine- hydrochloride
Dipropylene glycol

Disodium edetate
Doxylamine succinate
Drosera tincture

Elm bark

Ephedrine

Ephedrine hydrochloride

_ Ephedrine sulfate

Epinephrine

Epinephrine bitartrate

Epinephrine hydrochloride: (racemie):

Eriodictyon Auid-extract. (yerba: santba)

Ethylmorphine hydrochloride

Eucalyptol

Eucalyptus oil

Euphorbia pilulifera

Exract white pine compound

F. E. Horehound

Fluidextract ipecac (ipecac fluidextracty

Glycerin

Glyceryl guaiacolate

Glyeyrrhiza (licorice)

Grape flavoring

Grindelia

Gum arabic

Hexylresorcinol

Honey

Hydriodic acid (iodides)

Hydrocodone bitartrate

Hyoscyamine: sulfate:

Todides (calcium iodide anhydrous, hydriodic:
acid syrup, iodized lime, potassium jodide)

Todized lime (iodides)

Ipecac :

Ipecac fluidextract (Auidextract ipecac)

Lemon oil .

Licorice (glycyrrhiza)y

Lobalia.

Lohelium .

Menthol/peppermint oil

Methapyrilene fumarate

Methapyrilene hydrochloride .

Methoxyphenamine hydrochloride

Methylcellulose

Methylparaben
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Methy! salicylate
‘Monocalcium phosphate

Mustard oil

Myristica oil

Naphazoline hydrochloride
Noscapine

Noscapine hydrochloride

Oil of pine

Oleyl alcohol

Oxymetazoline hydrochloride
Peppermint oil/menthol
Petrolatum base

Phenacetin :
Phenindamine tartrat
Pheniramine maleate
Phenobarbital :
Phenylephrine bitartrate
Phenylephrine hydrochloride -
Phenylmercuric acetate \
Phenylpropanolamine hydrochloride
Phenylpropanolamine bitartrate
Phenylpropanolamine maleate
Phenyltoloxamine citrate
Pineapple flavoring

Pine tar

Podophyllum resin

Potassium gualacolsulfonate .
Potassium nitrate

Promethazine hydrochloride
Propythexedrine

Propyiparaben

Pseudoephedrine sulfate
Pyrilamine maleate

Quinine sulfate _
Racemic epinephrine hydrochloride
Racephedrine hydrochioride
Rumex

Salicylamide

Saline phosphate buffer solution
Scopolamine hydrobromide
Sodium bicarbonate

Sodium. bisulfite

Sodium citrate -
Spirits of turpentine (turpentine oil}) -
Squill extract

Sticta pulmonaria
Stramonium

Sucrose

Sugar

Bugar base

Syrup base

Terpin hydrate
Thenyldiamine hydrochloride
Theophylline
Theophylline anhydrous
Theophylline calcium salicylate
‘Thimerosal

Thonzonium bromide
Thonzylamine hydrochloride
Thymol

Tincture of benzoin

Tolu

‘Tolu balsam

‘Tolu balsara tineture

Triethylene glycol

Vegetable stearate

Vitamin C (ascorbic acid)

White pine

‘Wild cherry

‘Wild cherry fiuid extract

Yerba santa (eriodictyon fluid extract)
XKylometazoline hydrochloride

Ingredients reviewed by the Panel in
addition to the submitted data:
Ipecac syrup
Potassium jodide (iodides)
Theophylline sodium glycinate

C. CLASSIFICATION OF INGREDIENTS

1. Active ingredients. The Panel has
classified the following ingredients sub-
mitted to the Panel into groups identified

below: )
- ANTITUSSIVES

 Beachwood creosobe
Camphor
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Caramiphen edisylate {caramiphen ethane-
disulfonate) > . .

Caramiphen ethanedisulfonate (ecaramiphen
edisylate) )

Carbetapentane citrate

Cod liver oil

Codeine

Codeine alkaloid

Codeine phdsphate

Codeiné sulfate

Dextromethorphan

Dextromethorphan hydrobromide

Diphenhydramine hydrochloride

Elm bark :

Ethylmorphine hydrochloride

Eucalyptol/eucalyptus oil

Horehound

Horehound (horehound fluid extractj

Hydrocodone bitartrate (di»hydrococleinone)

Menthol/peppermint oil

Noscapine

Noscapine hydrochloride

Thymol

Turpentine oil (spirits of turpentine}

EXPECTORANTS

Ammonium chloride

Antimony potassium tartrate

Beechwood creocsote

Camphor

Chloroform

Compound benzoin tincture

Compound white pine syrup

Eucalyptol/eucalyptus oil

Extract white pine compound

Glyceryl guaiacolate .

Todides (calcium iodide anhydrous, hydriodic
acid syrup, iodized lime, potassium iodide)

Ipecac fluidextract

Ipecac syrup

Menthol/peppermint oil

Pine tar

Potassium guaiacolsulfonste

Sodium citrate

Squill

Squill extract

Syrup of pine tar.

Terpin hydrate

Terpin hydrate elixir

Tincture of benzoin

Tolu

Tolu balsam

Tolu balsam tincture

Turpentine oil (spirits of turpentine}

White pine -

BRONCHODILATORS
SYMPATHOMIMETIC AMINES

‘Belladonna alkaloids
Ephedrine

‘Ephedrine hydrochloride

Ephedrine sulfate
Epinephrine

Epinephrine bitartrate

Epinephrine hydrochloride (racemic}
Methoxyphenamine hydrochloride
Pseudoephedrine hydrochloride
Pseudoephedrine sulfate
Racephedrine hydrochloride

) THEOPHYLLINES

Amjnophymnek

Theophylline anhydrous

Theophylline calcium salicylate

Theophylline sodium glycinate
MISCELLANEOUS

Euphorbia pilulifera

ANTICHOLINERGICS

'Atrdpine sulfate

Belladonna
Belladonna: alkaloids
Hyoscyamine sulfate
Scopolamine hydrobromide
Stramonium,

. Benzalkonium - chloride

ANTIHISTAMINES

Brompheniramine maleate
Chlorpheniramine maleate
Diphenhydramine hydrochloride
Doxylamine succinate
Methapyrilene fumarate
Methapyrilene hydrochloride
Phenindamine tartrate
Pheniramine maleate
Phenyltoloxamine citrate
Promethazine hydrochloride
Pyrilamine maleate
Thenyldiamine hydrochloride
Thonzylamine hydrochloride

NaSAL DECONGESTANTS

Beechwood creosote

Bornyl acetate

Camphor

Cedar leaf oil
1-Desoxyephedrine

Ephedrine N
Ephedrine hydrochlorid
Ephedrine sulfate
Eucalyptol/eucalyptus oil
Menthol/peppermint oil .
Mustard oil (allylisothiocyanate)
Naphazoline hydrochloride
Oxymetazoline hydrochloride
Phenylephrine hydrochloride
Phenylpropanolamine hydrochloride
Phenylpropanolamine bitartrate
Phenylpropanolamine maleate
Propylhexedrine
Pseudoephedrine hydrochloride
Pseudoephedrine sulfate
Racephedrine hydrochloride
Thenyldiamine hydrochloride
Thymol .
Turpentine oil (spirits of turpentine)
Xylometazoline hydrochloride

2. Miscellaneous labeled ingredients:

Antthistamines with sleep-aid claims
Ascorbie acid (vitamin C)

Caffeine

Phenobarbital _

Vitamins

3. Ingredients submitted to the Panel
and classified as inactive and/or phar-
maceutical necessary. ingredients:

Acetic acid

Alecohol

Alkyl dimethyl benzylammonium chloride
(benzalkonium chloride)

Aluminum hydroxide—magnesium carbonate
(co-dried gel) ’

Anethole

Anise

Banana arome

Benzaldehyde

(alkyl dimethyl
benzylammonium chloride)

Blood root

Bryonia tincture

Caramel i

Cedar, natural

Cetalkonium chloride

Cetylpyridinium chloride >

Cherry flavoring

Cherry nut flavoring

Chlorobutanol

Chloroform (0.4% maximum)

Citric acid

Citric acid (hydrate)

Cocillana =

Dextrose E

Dipropylene glycol

Disodium edetate

Drosera tincture i -

Eriodictyon fluidexiract (vrerba santa)

Glycerin : N

Glycyrrhiza (licorices)

Grape flavoring

Grindelia

Gum arabies’
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Honey
Lemon oil
Licorice. (glycyrrhiza)
Lobelia "
. Lobelium
Methyl cellulose
Methylparaben.
Monocalcium. phosphate
Myristica oil
Oleyl alcohol
Petrolatum base
Phenylmercuric acetate
Pineapple flavoring
Potassium nitrate
Propylparaben.
Rumex
Saline phosphate buifer solution
Sodium bisuliite
Sticta pulmonaria
Sucrose
Sugar
Sugar base
Syrup base
Thimerosol
Thonzonium bromide
“Triethylene- glycol
Vegetable stearate
WwWild cherry
Wild cherry fluidextract :
Yerba sants (ertodictyon fluidextract)

4. Ingredients submitted to the Panel
and deferred to other OTC advisory re~
view panels.

. a. Ingredients deferred to the Advisory

Review Panel on OTC internal analgesic

including antirheumatic drug products:

{1) Acetaminophen
phernol}

(2) N-acetyl-p-amincphenol
phen) ’

(3) Aspirin ,

(4) Calcium carbaspirin

(5) Phenacetin '

(6)

(n

Quinine sulfate
Salicylamide

b. Ingredients deferred to the Advisory
Review Panel on OTC laxative, antidi-
arrheal, emetic and antiemetic drug
products:
(1) Aloin
{2) Cascara
(3) Dioctyl sodium sulfosuccinate
(4) Podophyllum resin

¢. Ingredients deferred to the Advisory
Review Panel on OTC topical-analgesic,

(N-a ¢ etyl-p-amino~

{acetaminc-

antirheumatie, otie, burn, and sunburn .

- treatment. and prevention drug prod-
uets:

{1) Benzocaine

{2) Bengzyl alcohol

{3) Boric acid

{4} Capsicum

{8) Methyi salicylate

PFROPOSED RULES

4. Tngredients deferred to the Advisory

Review Panel on OTC oral cavity drug

products:

(1) Hexyiresorcinol
(2) Methyl salicylate

e, Ingredient deferred to the Advisory

Review Panel on antacid drug products:
(1) Sodium bicarbonate

II. GENERAL STATEMENTS AND
RECOMMENDATIONS

A. GENERAL COMMENT.

The OTC cold, cough, allergy, bron-
chodilator and antiasthematic Panel was
charged with the review and the evalua=
tion of safety and effectiveness.data on
cold, cough, allergy, bronchodilator, and
antiasthmatic ingredients and combina~-
tions thereof, the adequacy of their la-
beling, and to advise the: Commissioner
of Food and Drugs on the promulgation
of monographs establishing eonditions
under which these over-the-counter
(OTC) drug products are generally rec-
ognized as safe and effective and not
misbranded. The Panel also served as a
forum for the exchange of views re-
garding the prescription or nonprescrip-
tion status of these various active in-~
gredients and combinations thereof.
Panel members were expected to call
upon . their own expert knowledge and
experience. in carrying out each element
of this charge. Specifically the Panel was
charged with the following:

" 1. Review and evaluation of all data

made available to the panel members
concerning the safety and effectiveness
of cold, cough, allergy, bronchodilator
and antiasthmatic treatment and pre-
vention agents, and combinations there-
of, utilized in these OTC drug products.

9. Advising the Food and Drug Admin-
sstration as to the adeguacy of the label-
ing of such cold, cough, allergy, broncho-
dilator and antiasthmatic treatment and

S

prevention drug products and to make

recommendations as to the contents of

- future labeling of such products.

3. Making recommendations te- the
Food and Drug Administration regard-
ing those ingredients, their amounts, and
combinations thereof, which, based upon
the gvailable data, could ke considered
safe and effective for the above stated
uses. These recommendations must be in
keeping with agency stated definitions of
the terms “safe” and “effective” and in
keeping with the agenecy OTC drug com-
bination policy (21 CFR 330.10(a) (4)
awy. . ‘ -

4. Making recommendations to the
Food and Drug Administratien regard-
ing those ingredients, their amounts, and
combinations thereof, which based upon
the available data, are not considered as
safe and effective for the above stated.
uses. The same criteria must apply as in
the determinations of those ingredients
which are found to be safe and effective.

5. Advising the Food and Drug Admin-
istration regarding those ingredients -
which in their judgment are likely to be.
safe and effective, but for-which more
data are needed. In such cases the Panel
was requested to give some guidance as.
to what type of studies and the maximum
time period they feel would be adequate
to produce such information for future
consideration by the Fcod and Drug Ad-
ministration.

8. Advising the Food and Drug Admin-
istration on the promulgation of a mono-
graph or monographs establishing con-
ditions under which these OTC drug
products are generally recognized as safe
and effective and not misbranded. This
information is submitted in the form of
a written report by the Panel containing
the following basic recommendations:

a. Listing of the acceptable active in-
gredients, singly or combinations thereof.

b. Acceptable dosage ranges of these
active ingredients and their combina-
tions.

¢. A statement of the acceptable indi-
cations for use.

¢. Recommended labeling guidelines—
warnings, precautions, contraindications,
directions for use.

B.. DPISEASES AND RELATED SYMPTOMS RE~
LIEVED BY OIC COLD, COUGH, BRONCHO-
DILATOR AND ANTIASTHMATIC PRODUCTS

The Panel makes the following state-
ments: and recommendations concerning
the symptoms related to the use of amti~
tussives, expectorants, bronchodilators;
anticholinergies, antihistamines and na-
sal decongestants. The symptoms which
these drugs may be expected to relieve
are those occurring in certain allergic
states such as hay fever, asthma, and -
symptoms in the nose, eyes, sinuses and
throat caused by the common cold and
other mild respiratory infections. It must
be kept in mind that the ingredients and
combinations reviewed are not-intended
to cure but are OTC drugs to provide
symptomatie relief. .

Thé Panel has prepared the following
table which lists symptoms and the ac-
ceptable corresponding pharmacologic
groups .of drugs for the treatment of
these symptoms: ‘
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Symptom
1. Bronchospasm or asthims. ... .. ovo.o..

€. Sneezing, watery eyes, and itehy eyes. ... .

T, 8ore Pareab e

Liocal
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Phrarmacologic group
Bronchodilators (sympathomimetic amines,
theophyllines) —with the Category I la-
beling indications recommended by the
Panel. (See pt. V. par. B.1. below—Label~
ing.) :

Antitussives—with the Category I labeling

indications recommended by the Panel.
(See pt. III. par. B.1. below—Lakeling.)

Expectorants—with the Category I labeling

indications recommended by the Panel.
(See pt. IV. par. B.1. below—Labeling.).

Anticholinergics—with the Category I label-

ing indications recommended by the Panel.
(See pt. VI. par. B.1. below--Labeling.)

Nasal decongestants—with. “the Category X

labeling indications recommended by the
Panel. (See pt, VIII. par. B.l. below—
Labeling.)

Do.

Analgesics—with the Category I labeling in-

dications recommendeq by the OTC Inter-
nal Analgesic Panel.

Antihistamines—with the Category 1 label-

ing indieations
Panel. " (See
Labeling.)

recommended - by the
pt. VIL. par. B.1. below—

Analgesics—with the Category I labeling in-

dications recommended by the OTC Inter-
nal Analgesic Panel.

anesthetics—with the Category 1I
labeling indications recommended by the
OTC Oral Cavity Panel.

8. Generalized ACHING. e ... e Analgesics—with the Category I labeling in-

dications recommended by the OTC Inter-
nal Analgesic Panel,

9. FOVEE e e Antipyretics—with the Category I labeling

Indications recommended by the OTC In-
ternal Analgesic Panel.

1. Allergy. Allergy is a complex of
symptoms which arises under circum-
stances when a person who has acquired
a hypersensitivity to a substance encoun-
ters that substance. Although one may be
born with a tendency to become allergic,

one must be exposed to a substance for

weeks, months or years before one actu-
ally becomes allergic to it. Probably

about 15 percent or more of the popula-~.

tion becomes significantly allergie. Sub-
-stances to which people ordinafily be-

come sallergic are pollens, mold spores, .

animal dander and certain dusts and
sprays in the home and in industry.
These are airborne and are inhaled. One
may also become allergic to certain foods
and drugs and to substances coming in
contact with the skin such as drugs and
polson ivy (poison oak). Substances to
which people become allergic are called
allergens. In our highly industrial and
technological society we are increasingly
exposed to allergens never encountered

by our forebears: for this reason, the

nuntber of persons with allergies is rising
and may continue to rise.

The allergic symptoms with which the
Panel is concerned are nasal (sneezing,
watery or mucous discharge, itching and
obstruction), and bronchial (cough,
bronchospasm and expectoration). An-
other manifestation of allergy is itchy
and watery eyes. Allergy of this type be-
longs to a subgroup of the so-called “im-
mune” class of disease termed “atopy.”
In this clags of disease an antibody me-~
diates the reaction. The antibody belongs

to the IgE class of immunoglobuling

which has the peculiarity of attaching

itself to a certain type of cell (mast cells
in the tissues and basophils in the blood) .
With the arrival of the allergen, union
between the allergen and the antibody

attached to these cells occurs and leads

to the release of substances which in

“turn cause the symptoms we call “aller-

gic.” One of the substances released, and
perhaps the principal one, is histamine.,
The antihistaminic drugs block the ac-
tion of histamine.

Identification and elimination of the
offending substance (allergen) are the
measures of choice. However, these are
often impossible to achieve. The proper
use of OTC products containing anti~

histamines, sympathomimetics, or the--

ophyllines may provide relief of allergy
symptoms. Although OTC drugs are often
adequate for relief, the allergic reaction
may be so intense that OTC drugs are
not adequate and other measures, such
as epinephrine by injection, and cortico-
steroids, requiring the supervision of a
physician are needed. In the case of
allergy to pollens and some other inhaled
allergens, symptoms can be lessened or
eliminated under medical supervision by
a course of injections of suitably pre-
pared allergenic extract.
REFBRENCES

(1) Sheldon, J. M., R. ¢&. Lovell and K. P.
Mathews, “A Manual of Clinical Allergy,” 24
Ed., W. B. Saunders Co., Philadelphia, 1967.

(2) Patterson, R., “Allergic Diseases: Diag-
nosis and Management,” The J. B. Lippin-
cott Co., Philadelphia, 1972,

- 2. Asthma and other respiratory dis-
eases and the use of bronchodilators,
Asthma is a disease in which there is
widespread narrowing of the airways due
to airway wall muscle spasm which oc~
curs in response to various stimuli.
Among the stimuli which may lead to
asthma is the inhalstion of substances
such as pollens and animal danders in
people who are allergic to these sub-
stances. This reaction causes partial ob-
struction to air flow and shortness of
breath. The spasm causing narrowing of
the air tubes may subside either spon-
taneously or as a result of therapy. Air-
way narrowing occurs also where there
is widespread bronchial infection such as
in acute or chronic brenchitis, in pul-

- monary emphysemsa where there is de-

struction of the lung tissue, and in pul-
monary congestion from failure of the
left side of the heart. Asthmsg is a diffi-
cult disease condition for the layman to
diagnose and even physicians have diffi-
culty in distinguishing asthms from the
above other conditions which cause air-
way narrowing. Therefore, it is very im-
portant that the diagnosis of asthma
first be established by a physician before
the use of OTC bronchodilator prepara-
tions.

Medications which relax the airway
muscle spasm and relicve the shortness
of breath of asthma are called broncho-
dilators. Usually these drugs are given
by mouth as a tablet or liquid, or they
may be inhaled as a spray from a suit-
able dispenser. The response of mild or
even moderate asthma to these drugs is
often quick and there is effective relief
from shortness of breath. The Panel be-
lieves that, when taken as directed, the
drugs are safe for OTC use, but unde~
sirable effects can occur. These adverse
effects are mainly exhibited as increased
rate and force of the heart beat, rise in
blood pressure, nervousness and sleep-
lessness, and nausea or vomiting,

Asthma is a very common disease and
it is reasonable to have bronchodilators
available on a nonprescription basis so
that in mild cases relief may be obtained
quickly without the possible delays of cb-
taining a physician’s prescription. How-
ever, it is very important that the diag-
nosis of asthma first be established by a
physician as some of the other conditions
which resemble asthma, such as pulmon-
ary congestion from failure of the left
side of the heart, should not be treated
by certain types of bronchodilators. Even
the patient with true asthma should be
warned that if a bronchodilator does not
cause excellent and rapid relief, he
should call his physician. The reason he
should call his physician is that in a
severe and worsening attack of asthma,
slight relief may be given by these bron-
chodilators and this may give a. frilse
sense of security. The patient raday tl}en
postpone seeking medical w.@lp or going

- to a hospital until his dir.ease has reached

life~-threatening sevewity. Therefore, Ia-
beling of these. vreparations should be
very precise fin that the patient should
be instrussted to seek medical assistance
immedizately if relief of his symptoms
fa0es not occur within a short time of us~
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ing the bronchodilator preparation. In
the use of epinephrine aerosol, relief
should occur within 20 minutes; in the
use of ephedrine, methoxyphenamine
tablets and tablets of theophylline and
its salts, relief should occur within 1
hour. ]
REFERENCES
(1) Harris, H. W. et al,
chitis, Asthma and Pulmonary Emphysema.
A statement by the Committee on Diagnostic
Standards for Nontuberculous Respiratory
Disease, American Thoracic Soclety,” Ameri-
can Review of Respiratory Disedases, 85:762—
768, 1962.

3. The “common cold” (cold). The
“‘common cold” (cold) is a self-limited
respiratory infection caused by one or
more viruses. A cold is rarely serious
and is readily transmitted. Throughout
this document, the Panel has used the
term ‘“‘common cold” which the Panel

considers synonymous with the term

“eold.”

A “common cold” often begins guite
abruptly with soreness or discomfort in
the pharynx, sneezing, watery nasal dis-
charge, followed by nasal congestion. The
discharge may subsequently become mu-
coid or purulent. After the first day or
two the eyes may become suffused and
the voice husky. The nasal congestion
intensifies and the sense of smell and
taste is often suppressed or absent. Ex-
tension into the sinuses may occur as
described in the rhinitis statement.
Lethargy, some aches and pains and
slight fever may be present. The course
is variable and may extend for 7 fo 14
days. Cough may occur, especially in the
later stages.

Early in its course, the cold is indis-
tinguishable from the early stages of
measles, rubella, chickenpox, pertussis,
cerebrospinal fever, influenza and atyp-
ical pneumonia. The cold also closely
simulates allergic rhinitis. The physi-
cian’s main role in the cold is to exclude
more serious illness.

There is no generally. accepted treat-
ment that can prevent, cure or shorten
the course of the “common cold.” Treat-
ments which are available only relieve
symptoms. Immunity is apparently of
short duration since many individuals
have one to three colds each year.

4. Cough. A cough is the rapid expui-
sion of air at high velocity from the res-
piratory airway producing a noise of
varying pitch and intensity. Impulses
that initiate the cough reflex may arise
from many areas within and outside the
respiratory tract.

Normally, coughing is produced by
stimulation of the sensory endings of the
glossopharyngeal and vagus nerves with-
in the mucous’'membranes of the respira-
tory tract. This stimulation ean be ini-
tigded by infeefion, chemical irritation,
the presence of retained secretions, or
foreign material blocking the breathing
passages. Localizrd narrowing of the air
tubes may play @x important role in
stimulation of the couiizh reflex. Cough
can also occur from stimuiation outside
the respiratory tract. For exa):vxple if the
external ear is tickled, a cougls is pro-
duced. Cough can be under considi able
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voluntary control and therefore can be
self-suppressed to a degree. Likewise, an
individual can initiate a cough at will.
Cough occurs in healthy individuals as a
mechanism for clearing the airway of
any obstructing mucus or inhaled foreign
material.

Medications which suppress the act of
coughing by reducing the number of
coughs and/or the intensity of coughing
are known as antitussive drugs. These
preparaticns are administered by mouth
in the form of tablets, syrups, elixirs and
lozenges, and by inhalation in the form
of rubs and vaporizer additives, and when

used as directed provide relief from an- .

noying cough. These drugs are generally
safe at the dosages recommended for
OTC use. However, antitussives derived
from narcotics, such as codeine and hy-

drocodone, commonly cause constipation

as a side effect. )

The cough is a protective, physiologic
reflex occurring in healthy as well as dis-
eased individuals. It is freguently the
presenting symptom in a wide variety of
pathologic states, ranging from a mild,
self~-limiting illness to a serious and even
fatal disease. In certain disease states
such as asthma, chronic bronchitis and
cystic fibrosis, the cough reflex is essen-
tial in maintaining an open airway by
clearing the respiratory passages of ex-
cessive secretions. Because of its im-
portance in preserving the function of
the lung, by maintaining an open airway,
the cough reflex should not be suppressed
indiscriminately.

The irritative cough associated with a
self-limiting respiratory tract infection
is usually viral in nature or follows the
inhalation of irritant gases or dusts, and
can readily be recognized and serves no
useful function. These conditions are
usually asscciated with a dry, hacking,
nonproductive cough in which no spu-
tum is expectorated and lends itself to
rational self-medication with OTC prep-
arations. On the other hand, the loose,
productive type of cough frequently as-
sociated with asthma and bronchitis
indicates the presence of retained bron-
chial secretions which could lead to in-
creasing disability if suppressed; and

“therefore, should not be treated with an

antitussive drug. Any cough which per-
sists for longer than 1 week should be
investigated by a physician to exclude the
presence of an underlying, potentially
serious, respiratory disease.

5. Symptoms of sinus congestion. Para-
nasal sinuses are mucous membrane-
lined air cavities in the bony structure
of the skull which are continuous with
the nasal cavity. Impaired sinus drainage
due to nasal congestion, e.g., rhinitis of

" upper respiratory infection or nasal al-

lergy, may result in sinus inflammation
(sinusitis) with associated headache and
facial pain or tenderness in the region
of the affected sinus(es). )
Self-medication with an oral or topical
nasal decongestant may aid in resolving
the problem by dlmlmshmg the nasal
cbstruction which impairs sinus drain-
age. An orally administered analgesic,
e.g., aspirin, acetaminophen, should pro-
vide symptomatic relief from headache
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and pain associated with the sinus con-
gestion. If symptoms persist, intensify
and/or are accompanied by fever, a
physician should be consulted.

6. Rhinitis (allergic rhinitis, vasomotor
rhinitis). a. Allergic rhinitis. Allergic
rhinitis is caused by allergy to airborne
allergens including pollens, animal
danders, molds and house dust as de-
scribed elsewhere in this document. (See
part II. paragraph B.1. above—Allergy) .

The symptoms of allergic rhinitis are
sheezing, watery discharge from the
nose, nasal stuffiness and obstruction
and nasal itching. The eyes may also be
involved in which case there is itching,
tearing or redness. There may also be
puffiness of the eyelids. Less frequenfly
there is headache, itching of the throat
and ears and there may be cough. A few
patients feel listless or very tired and
some describe themselves as feeling gen-
erally ill. Hay fever is the familiar ex-
ample of allergic rhinitis which occurs
in persons allergic to pollens.

In addition to rhinitis the paranasal
sinuses are frequently involved. This may
cause headache usually frontal in dis-
tribution or pain or discomfort in the
area of the frontal, ethmoid, maxillary
or antral sinuses in the front of the face
surrounding the nose.

Sneezing may occur irregularly or in
paroxysms, more commonly on awaking
in the morning, or may be caused by
such nonspecific factors as exposure to
abrupt changes in temperature or in-
halation of particulate matter.

The nasal discharge may be watery in
nature, mucoid or purulent. When puru-
lent, bacterial infection is. usually as-
sumed to be present. However, this fea-
ture is determined by the number of
white cells present and not necessarily
by the presence of infectious organisms.
The nasal discharge of some patients
with rhinitis contains such a large num-
ber of eosinophils that the discharge
acquires a purulent appearance without
evidence of infection.

Rhinitis is classically an allergic re-
sponse to an inhaled allergen, be it pol-
len, mold or animal dander. However,
rhinitis also occurs as the characteristic
feature of infections such as the “com-
mon cold.”

The diagnosis of allergic rhinitis its
based on a history of characteristic
symptoms as described above and the
demonstration by skin testing that the
injection of an aqueous extract prepared
from the appropriate pollen or allergen
will cause within 10 to 20 minutes Iocal
redness, a wheal and itching similar to
the reaction to the bite of a mosquito.
Examination of the nose characteristi-
cally but not invariably shows swelling
of the internal membranes which are
often pearly gray or reddened lnstead of
pink, their normal coloxr.

b. Vasomotor rhinitis. There also oc-
curs a form of rhinitis the symptoms of
which are not caused by any recognized
allergic exposure, This form of rhinitis
tends to oceur throughout the year with
little or no seasonal variation. The condi-
tion is usually called vasomotor rhinitis
suggesting an abnormal reactivity of the
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blood vessels in the nasal lining but in
fact the reason for symptoms is un-
known. The symptoms of vasomotor rhi-
nitis are the same as those in allergic
rhinitis. Skin tests are not helpful in
diagnosis.

c. Treatment of rhinitis symploms. The
antihistamines are most effective in the
treatment of mild allergic rhinitis (such
as hay fever). They are less effective in
vasomotor rhinitis. These drugs are dis-
cussed more completely later in this
document. (See part VII. below—Anti-
histamines.) Nasal decongestants and
anticholinergics have also been used in
the management of the symptoms of
rhinitis. The use of these drugs will be
discussed more completely later in this
document. (See part VI. below—Anti-
cholinergics and part VIII. below—
Nasal Decongestants.) )

C. PRINCIPLES APPLICABLE TO COMBINATIO
PRODUCTS ‘

1. General combination policy. Most
cold, cough, allergy, bronchodilator and
antiasthmatic (CCABA) products cur-
rently in the marketplace containing
ingredients which the Panel reviewed are
promoted or sold to relieve a number of
different symptoms. For example, OTC
products commonly used for the treat-
ment of the symptoms of the “common
cold” ‘include ingredients intended to
provide relief of two or more concomitant
symptoms such as nasal congestion, run-
ning nose, coughing, watery eyes, head-~
ache, fever and muscular aches. These
products contain more than one active
ingredient in order to cover a spectrum
of symptoms. Some of these OTC prep-
arations contain ingredients not re-
viewed by the Panel, e.g., aspirin, which
has been deferred to the Advisory Re-
view Panel on OTC internal analgesic
including antirheumatic drug products
for evaluation of analgesic and anti-
pyretic claims,

In order to clarify the place of com-
binations in the marketplace, the Panel
applied the OTC Drug Review Regula~-
tion (21 CFR 3830.10(2) (4) (iv)) which
states:

An OTC drug may combine two or more
safe and effective active ingredients and may
be generally recognized as safe and effective
when each active ingredient makes a con-
tribution to the claimed effect(s); when
combining of the active ingredients does not
decrease the safety or effectiveness of any
of the individual active ingredients and
when the combination, when used under ade-
quate direction for use, and warnings against
unsafe use, provides rational concurrent
therapy for a significant proportion of the
target population.

The Panel concurs with the regulation
and strongly believes that each active
ingredient in a combination product
must contribute to the claimed effects
and that each active ingredient must be
necessary for rational therapy of concur-
rent symptoms. It is the view of the
Panel that it is irrational to use a com-
bination product unless-each of the con-
tained active ingredients contributes to
the effective treatment of at least one
of the labeled symptoms for which the
combination product is recommended.
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The Panel is familiar with the argu-
ments for combination products and at
the same time recognizes the disadvan-
tages of fixed-dosage combination prod-
ucts. One major disadvantage commonly
expounded is the inability to permit in-
dividualized dosage of each active in-
gredient. The Panel agrees in principle
with this argument. However, if the com-
bination product contains only active
ingredients at doses of demonstrated
safety and effectiveness and all in-
gredients are necessary for treatment of
symptoms, the Panel concludes that cer-
tain combinations may offer a convenient
and rational approach for relief of con-
current symptoms.

The Panel refers to a recognized
source of drug information which notes
that cold remedy mixtures are widely
used and enjoy a certain amount of ac-
ceptance by the medical profession and
the laity (Ref. 1). It is the view of the
Panel that certain combinations, as es-
tablished by the Panel are acceptable
and summarized below. (See part II
paragraph C.8.b. below-~Criterion.) To
support this view, the Panel refers to the

-conclusion in the above-referenced text

(Ref. 1) which states “* * * a physiclan
who chooses to prescribe a cold remedy
must be certain that the mixture is com-
posed of drugs with known effectiveness,
that the ingredients are present in ade-~
quate therapeutic amounts, and that
they are therapeutically rational for the
type and severity of symptoms being
treated.” )

The Panel has established specific cri-
teria for the treatment of symptoms with
combination products. Each Category I
combination is currently limited to one
active ingredient from any one pharma-
cologic group. The Panel has placed com-
binations of two active ingredients from
the same pharmacologic group in Cate-
gory III. Each active ingredient must be
zenerally recoghized as safe and effective
when used alone for the labeled claim (s)
and hence make a contribution to the
claimed effect(s) of the combination. The
acceptable pharmacologic groups in-
cluded for treatment of symptoms as de-
termined by the Panel differ sufficiently
one from another to reduce the likeli-
hood of a competitive or potentiating ef-
fect between agents. Therefore, the Panel
has recommended only specific combina-
tions be provided and limited to one ac-
tive ingredient from any one pharma~

‘eologic group. The Panel concludes that

products containing the combinations of
ingredients provided for below are safe
and effective. (See part II. paragraph
C.8.b. below—Criterion.)

The Panel-further concludes that such
combinations of ingredients can provide
rational concurrent therapy for a sig-
nificant and existing target population
that can benefit from such use. The Panel
emphasizes that these combinations must
contain adequate directions for use and
include warnings against unsafe use.
These combinations of ingredients must
clearly indicate in their labeling that
they are to be used only when the multi-
ple symptoms are present concurrently.
It would not be rational for a consurmen

T

having only one symptom to take a com-
bination of ingredients intended for
treatment of more than one symptom, or
containing active ingredient(s) not re-
quired for relief of symptoms present in
that individual.

2. Limitation of ingredients in com-
bination products. The Panel concludes
that, in general, the fewer the ingredients
in an OTC product, the safer and more
rational the therapy. The Panel has dis-
cussed the advantages of single ingredi-
ent products elsewhere in this document.
(See part II. paragraph J. below—Ad-
vantages of Single Ingredient Products.) -
The Panel believes that the interests of
the consumer are best served by exposing
the user of OTC drugs to the smallest
number of ingredients possible at the
lowest possible dosage consistent with a
satisfactory level of effectiveness. OTC
drugs containing safe and effective single
active ingredients are preferred to those
having multiple active ingredients be-
cause with fewer ingredients there is a
reduced risk of undesirable additive or
synergistic effects. )

Single ingredients are also preferred
because the ratio in which components
exist in a fixed combination may be un- -
suitable for some individuals. This is due
in part to the great variability of reac-
tions and side effects among these per-
sons to the various drugs in the combina-
tion. It is also due in part to thé in-
ability of such persons to correlate cer-
tain side effects with the use of a par-
ticular drug when more than one drug is
present in a combination. Both points are
discussed more fully elsewhere in this
document. (See part II. paragraph J.
below—Advantages of Single Ingredient
Products.)

The Panel believes that single active
ingredient preparations should be avail-
able in the OTC market to allow the con-
sumer the opportunity of selecting a

-gingle drug for a specific symptom or

symptoms. As an example, a single active
ingredient preparation containing only
an antitussive should be available for
treatment of cough. Likewise, a single
active ingredient preparation containing
only an antihistamine should be avail~
able for treatment of running mnose,
sneezing, and watery eyes. It is the Pan-
el’s opinion that presently the public has
too little choice in selecting an appropri-
ate drug treatment for such symptoms
because of the current OTC market
scarcity of single drug ingredient
preparations.

In fact, of the 339 volumes received as
submissions for review by the Panel, only
44 volumes contained data concerning 24
single active ingredients being marketed
in 46 products. This represents 24 single
active ingredients, out of a total of 152
active ingredients submitted by firms.,as
being present in marketed OTC CTCABA
products. The 46 products exintaining the
single active ingredient.s'Tepresent a wide
variety of dosage foirms which Include
aerosols, liquids.; tablets, syrups, drops,
sprays, jellies-and elixirs. The Pane€l has
prepared fihe following table of the 24
single w¢tive ingredients marketed alone
in SCABA products and submitted to the
"Banel for review:



MARKETED DRUG PRODUCTS

Active ingredient
Products for the relief of asthma:
Epinephrine hydrochloride .- o-u——o
Products for the relief of cough:
Ammonium chloride_ e
Caramiphen ethanedisulfonate_._.—.-.-
Carbetapentane citrate oo
CoCillana e e
Dextromethorphan
Menthol
Noscapine

Products for relief of nasal congestion:
Naphazoline hydrochloride __—-——-o--
Oxymetazoline hydrochloride
Phenylephrine
Phenylephrine hydrochloride.
Phenylpropanolamine hydrochloride__—_
Xylometazoline hydrochloride . .-~

Products for use as antihistamines:
Brompheniramine maleate o
Chilorpheniramine maleate__ .. .-
Methapyrilene fumarate . —oon

Methapyrilene hydrochloride_.____ S

Promethazine
Products for use as an expectorant:

Glyceryl gualacolate e

Hydriodic acid_ oo

Iodized lime_ e
Products for use in relief of sore throat:

Benzocaine

Hexylresorcinol

PROPOSED RULES

CONTAINING A SINGLE ACTIVE INGREDIENT

Dosage form (number of products)
Aerosols (5) and solutions (1).
Drops (1).

Do. -
Syrups (1) and drops (1).
Drops (1).
Syrups (2).
Drops (2).
Syrups (2) and bulk chemicals—not a mar-
keted drug product (1).

Drops (1) and sprays (1).
Do.
Drops (1).
Sprays (2), jellies (1), and elixirs (1).
Tablets (2) and ligquids (1).
Drops (2) and sprays (2).

Tablets (1) and ligquids (1).

Tablets (1) and syrups (1).

Bulk chemicals—not a marketed drig prod-
uct (1).

Bulk chemicals—not a marketed drug prod-
uct (1).

Liquids (1).

Liquids. (2).
Liquids (1).
Tablets (1).

Lozenges (1).
Lozenges (3).

The Panel concludes that in light of the
numerous CCABA combination products
on the market, there appears to be a
shortage of single active ingredient prod-
ucts for the consumer to adequately and
individually treat a specific symptom.
This may or may not be representative of
the marketplace but certainly indicates a
paucity of single ingredient products.
The Panel recommends that this situa-
tion be altered so that the public may
make a more discriminating selection in
the purchasing of OTC drugs. The Panel
recognizes the consumer’s prerogative for
self-medication and believes that this
can only be fully realized when single as

ell as combination products are more

readily available.

The Panel is also aware of the inclu~
sion of inactive, i.e., nontherapeutic, in-
gredients in CCABA preparations. These
inactive ingredients are used for various
purposes such as preservatives and
flavors for specific product formulations,
The Panel recognizes that some ingredi-
ents may be necessary for marketing
purposes. However, the Panel recom-
mends that the safety of inactive ingre-
dients and the advisability of including
them in drug products be reviewed by an
appropriate body. The Panel further dis-
cusses inactive ingredients elsewhere in
this document. (See part II. paragraph I
palow-—Inactive Ingredients.)

In- sunnratry, the Panel recommends
that marketeld products contain only
those active and inzctive-ingredients that
are essential to the pimaduct.

3. Combining of active wugredients re-
viewed by the Panel from diffewwnt phar-
macologic groups. The Panel is avware of
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the concept that it may be more con-
venient to include more than one ac-
tive ingredient in the same product.
Symptoms of the “common cold” or hay
fever may include nasal congestion, run~
ning nose and coughing. The Panel has
determined that if a combination prod-
uct  contains ingredients which are
limited to one active ingredient from
each representative pharmacologic
group, e.g., hasal decongestant, antihis-
tamine and antitussive, each of which is
generally recognized as safe and effective
when used alone for the specific symp-
tom, e.g., antitussive for cough, the com-
bination is rational and convenient for
treatment of concurrent symptoms. The
Panel concludes that the combinations of
ingredients from pharmacologic groups
identified below are safe and effective for
a significant proportion of the target
population having concurrent symptoms.
(See part IIL paragraph C.8.b. below—
Criterion.)

The Panel clearly desires to avoid the
so-called “shotgun approach” for the
treatment of symptoms with a combina-
tion of ingredients in a single product.
However, due to the unique nature of
symptoms to be treated by CCABA prep-
grations under consideration by this
Panel, such combinations, with restric-
tions as established by the Panel, are
justifiable.

The Panel is aware of a regula.tlon (21
CFR 331.15(b)) providing for the com-
bining of safe and effective (Category I)
antacid and nonantacid active ingredi-
ents for the treatment of concurrent
symptoms. The Panel emphasizes that
the regulation provides for combining
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ingredients with different pharmacologic
activities without additional clinical test-
ing of the combination. This concept has
been adopted by this Panel for certain
combinations that the Panel has class1-
fied as Category 1.

The Panel believes that these combina-
tions of pharmacologic groups identified
as Category I may offer a convenient and
rational approach for relief of concur-
rent symptoms. The Panel has limited
such combinations to three pharmaco-
logic groups because it is unable to deter-
mine a significant target population
which could benefit from a combination
product containing greater than three
pharmacologic groups. The Panel can
find little scientific justification for in-
cluding four or more pharmacologic
groups in the same product since if is im-
probable that concurrent symptoms of

- sufficient duration and severity exist to

warrant such combinations. As previ-

- ously noted in the discussion pertaining

to the “common cold,” the course and
symptoms of the disease are variable and
may extend for 7 to 14 days. It would
appear highly unlikely that at any one
time, simultaneous symptoms would be
present and of such severity in the course .
of the disease as to warrant the need for
a product containing more than three
pharmacologic groups. - Therefore, the
Panel has determined that combination
products containing four or more differ-
ent pharmacologic groups be classified as
Category III. Before such products may
be classified as Category I, a significant
target population requiring such a com-
bination for the treatment of concurrent
symptoms of sufficient duration and
severity must be identified.

4. Combining of active ingredients re-
viewed by the Panel from the same phar-
macologic group. The Panel is concerned
with the marketing of products eontain-
ing drugs from the same pharmacologic
group. Each Category I combination is
currently limited to one active ingredient
from any one pharmacologic group. The
Panel can find little scientific justifica-
tion for combining more than one active
ingredient from the same pharmacologic
group in the same product. The Panel is
unaware of adequate supportive data
which would establish sufficient argu-
ment for combining ingredients from the

‘same pharmacologic group. For most

products reviewed by the Panel, these in-
gredients from the same pharmacologic
group are present in subtherapeutic
doses. There is a lack of data on the ef-
fects of full therapeutic doses of ingre-
dients from the same pharmacologic
group in combination and therefore such
combinations could not be evaluated by
the Panel.

As an example, suppose two ingredi-
ents from the same pharmacologic group
are combined in equal amounts in terms
of pharmacologic activity (i.e., each at
one-half the therapeutic dose) in the
same product. The Panel doubts the jus-
tification in assuming that a dose of the
vroduct containing one-half the adult
dose of each drug will produce an effect
equal to one adult therapeutic dose of
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either of the ingredients. The Panel is
unable to find data to support the theory
of the contribution of subtherapeutic
doses of each ingredient in the same
pharmacologic group in presently mar-
keted combination products submitted
for review to the Panel. The Panel is
aware of certain combinations, such as
“triple sulfas” to reduce the inherent
toxicity of administering a single sulfa
drug. However, this concept is difficult to
relate to CCABA preparations since little
evidence was submitted to the Panel
demonstrating sufficient need for such
combinations of ingredients from the
same pharmacologic group.

It is the opinion of the Panel that to
provide for combinations containing in-
gredients from the same pharmacologic
group would contribute to the likelihood
of undesirable additive or synergistic ef-
fects as noted above. (See part IL para-
graph C.2. above—Limitation of ingredi-
ents in combination products.) It is ac-
cepted medical practice to give only those
drugs necessary for the safe and effec-
tive treatment of the patient. The Panel
believes that this concept should also
apply to self-medication where a con-
sumer treats symptoms without the ad-
vice of a physician.

In conclusion, to allow for the possibil-
ity, however unlikely, that there may be
advantages to combining two drugs from
the same pharmacologic group, the Panel
has determined that such  combina-
tion(s) be classified as Category IIL. Ad-
ditional studies as described below in
Principle No. 10 are needed for Category
III combinations to determine their
safety and effectiveness. (See part II
paragraph 10. below—Criteria and test-
ing procedures for Category III combi-
nation products (for oral use unless oth-
erwise specified).) The Panel has further
determined that any combination prod-
uct containing more than two active in-
gredients from the same pharmacologic
group (e.g., three antihistamines) is ir-
rational since there seems to be no rea-
son to expect a possible benefit from the
combination, and is therefore classified
by this Panel as a Category II combina-
tion.

5. Combining of active ingredients
not reviewed by the Panel from the same
or different pharmacologic group. Many
CCABA preparations contain active in-
gredients that have not been reviewed
by this Panel because they are ingre-~
dients that have been or currently are
being reviewed by other OTC panels.
These ingredients include acetamino-
phen, aspirin, benzocaine, caffeine, qui-
nine sulfate and salicylamide. Claims
such as “temporarily relieves minor sore
throat pain,” or “For temporary. relief
of headache, aches, pains and fever due
to colds” are examples of the labeling
commonly found on CCABA preparations
containing . these ingredients. Such
claims do not directly relate to the active
ingredients reviewed by this Panel. The
Panel has reviewed, for example, anti-
tussives and the corresponding labeling
claims for cough. However, the Panel
has not reviewed analgesics and/or anti-
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pyretics for the labeling claims of pain
and fever.

The Panel has evaluated the- active
ingredients in combination products
submitted for review from the stand-
point of their safe and effective use as
cold, cough, allergy, bronchodilator and
antiasthmatic products. Active ingre-
dients included for concurrent symp-
toms, e.g., an analgesic for pain, have
been reviewed only for their rational use
in such combination products. The deter-
mination as to the safety and effective-
ness of individual analgesics, for ex-
ample, remains with the OTC Internal
Analgesic Panel. The following are the
Panel’s conclusions as to the appropri-
ateness of such combinations:

a. Combination products containing
vitamins. The Panel is coghizant of the
popular use of vitamin C (ascorbic acid)
for the prevention or treatment of the
“common cold.” The Panel has reviewed
the available data for the ingredient as
a single entity a finds that the data
are insufficient to permit final classifica-
tion as safe and effective for OTC use
in the prevention or treatment of the
cold.-The Panel has discussed the safety
and effectiveness of vitamins including
vitamin C as claimed active ingredients
elsewhere in this document. (See part
IX. paragraph B.l.b. below—Vitamins
used alone or in combination CCABA
products with labeling claims for the
prevention or treatment of the “common
cold.”) and (See part IX. paragraph
B.2.b. below—Ascorbic acid (vitamin
C).) The Panel has also discussed the
labeling of these claimed active ingre-
dients elsewhere in this document. (See
part IX. paragraph B.1.b. below—Vita-
mins used alone or in combination
CCABA products with labeling claims for
the prevention or treatment of the “com-~
mon cold.”) and (See part IX. paragraph
B.2.b. below—Ascorbic acid (vitamin
()]

. The Panel found no study which dem-

onstrated that vitamin C is -unequivo-
cally effective for the prevention or
treatment of the “common cold” al-
tholigh some data tended to favor ef-
fectiveness.for treatment of cold symp-
toms. Since no conclusive data on the
dose or dosage schedule are available on
vitamin C used alone or in combination
products with other ingredients for pre-
vention or treatment of the cold, the
Panel is unable tc propose adequate
labeling with a dosage regimen and has
therefore classified such labeling as
Category II. In summary, the Panel has
reviewed vitamin C and has classified the
“ingredient” as Category III and any
“labeling” for the prevention or treat-
ment of the cold as Category II.

With regard to combination products,
the Panel further notes that the use of
vitamins in CCABA combination prod-
ucts for the prevention of colds is irra-
tional since the other ingredients in these
products should only be used when the
symptoms of the “common cold” are
present. It is difficult for the Panel to
rationalize the use of vitamin C or any
other vitamin for the treatment of the

“common cold” in combination producis
which are to be used only for a short
duration while symptoms persist. I
would be illogical for a consumer to take
a cold combination product to prevent
a cold. The Panel has therefore placed
the labeling claims of combination prod-
ucts contdining vitamins including vita-
min C for prevention of the “common
cold” in Category II.

b. Combination products containing
antihistamines with sleep-aid claims.
Antihistamines are primarily useful for
relief of allergic disorders but secondarily
act centrally to produce sedation or sleep.
The Panel has discussed the safety and
effectiveness of antihistamines elsewhere
in this document. (See part VII. below—
Antihistamines.) The Panel has estab-
lished a safe and effective dosage range
for certain antihistamines when used to
treat symptoms of running nose, sneez-
ing, itching nose or throat and watery
eyes. The Panel has recommended that
the labeling for these ingredients con-
tain the warning, “May cause drows-
iness”.

The Panel notes that CCABA combi-
nation products are currently available
for use at bedtime and promoted for such
various claims as ‘“for restful sleep”. The
Panel recognizes that if the symptoms of
cough and cold are adequately treated,
there is a greater likelihood of normal
sleep. However, the duration of drug ef-
fects from “nighttime cold preparations”
which are recommended to be taken once
at bedtime is not fully documented. )

The Panel is unable to make a final
determination as to safe and effective use
of an antihistamine or other agent when
used as a sleep-aid in CCABA prepara-
tions. It is obvious an antihistamine may
have several activities, e.g:, antitussive,
antihistamine, or sedative activity de-
pending upon the dosage level used. The
Panel has therefore placed sedation
claims associated with CCABA combina-
tion products containing an antihista-
mine in Category IIL, The Panel further
concludes that the combining of an addi~
tional antihistamine in a -CCABA com-
bination product for the exclusive pur-
pose of sedation is irrational. Therefore,
the Panel classifies such combinations as
Category IIL.

c. Combination products containing
analgesics and antipyretics. Many cur-
rently marketed combination products
contain ahalgesics and antipyretics for
treatment of concurrent symptoms of
headaches, muscular aches, pains and-
fever which accompany colds. The Panel
finds these claims to be acceptable and
rational. Therefore, where not expressly
prohibited, a generally recognized as safe
and effective analgesic and/or antipy-
retic may be combined with the Catégory
I ingredients reviewed by the Panel. Cer-
tain combinations that are contandiridi-
cated and placed in Category1I are sum-~
marized below. (See paxy II. paragraph
C.9. below—Criteria &or Category II com-~
bination products” (for oral use unless
otherwise spexiified).)

d.. Corm"pination products coniaining
local dinesthetics or other agents with
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claims for relief of sore throat. The symp-~
toms of sore throat often accompany
cough and the “common cold.” It is

~ usually a simple irritation aggravated by

breathing through the mouth. The Panel
has referred the evaluation of the safety
and effectiveness of individual ingredi-
ents and labeling claims for sore throat
to the OTC Oral Cavity Panel. The Panel
believes that combination products con-
taining safe and effective agents to re-
lieve minor throat irritation are rational.
The Panel has therefore placed com-
binations containing local anesthetics
with other Category I CCABA agents in
Category I. The Panel recommends that
labeling contain adequate warnings
against use when persistent or ehronic
sore throat is present and is accompanied
by fever or other symptoms. (See part

II. paragraph F. below—Deferral of"

“Sore Throat” Claim.)

The Panel recognizes that most sore
throat remedies are applied topically
while other symptoms of the cold are
usually treated internally through oral
ingestion. As an example, a throat lo-
zenge containing a local anesthetic (ben-
zocaine) and an antitussive (dextro-
methorphan) produces two pharma-
cologic activities. The lozenge releases
benzocaine locally in the oral cavity
whereas the dextromethorphan is in-
gested for a systemic action.

e. Combination products contgining
correctives (stimulants and sedatives).
The Panel is aware that caffeine is in-
cluded in some CCABA preparations with
claims such as “for relief without drows-
iness”. Caffeine is also sometimes added
to a combination product with no refer-
ence in the labeling as to its pharmaco-
logic activity. The Panel presumes that
the rationale for the inclusion of .caf-
feine in such combinations is to reducs

- the sedating side effects of antihista~

mines.

While the Panel agrees with the ra-
tionale for caffeine serving as a “stimuy-
lant corrective,” combinations containing
it are placed in Category III until such
“corrective” pharmacological action can
be proven. This activity of caffeine should
be identified on the label as “an ingredi-
ent added to counteract drowsiness
caused by other drugs in this product.”
Where caffeine is added only as a correc-
tive, labeling claims such as “for relief
without drowsiness” are unjustified and
are therefore misleading. The Panel has
classified such labeling claims as Cate-
gory IL

The Panel believes that combining
Category I CCABA ingredients with a
stimulant such as caffeine at a fully ef-
fective dose (not as a corrective) is irra-
tional since the Panel is unaware of a
significant target population having a
need for CCABA ingredients and ga
stimulant. Aecordingly, the Panel places
combinations--of . CCABA ingredients

combined with stimulants at effective.

dosage levels in' Catezory IL

In addition, sympathomimetic drugs
and theophyllines may cauge central
nervous system stimulation in seme pa-
tients. To counteract this effect *he
Panel presumes that phenobarbital has
been added to some combinations as s
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“sedative corrective” rather than as an

‘active ingredient. While the Panel agrées

with the rationale for phenobarbital
serving as a “sedative corrective,” com-
binations containing it are placed in
Category III until such “corrective”
pharmacologic action can be proven.
(See part IX. paragraph B.2.d. below—
Phenobarbital.) This -activity of pheno-
barbital should be identified on the label
as “an ingredient added to counteract
nervousness caused by other drugs in
this product.” The Panel has included in
this document a protocol designed to
evaluate the effectiveness of phenobarbi-
tal under the above circumstances to
show whether it has an additional bene-
ficial or adverse effect on bronchospasm.
(See part IX. paragraph B.2.d.(5) be-
low—Evaluation.)

6. Labeling of active ingredients. Ag
discussed above, the Panel has deter-
mined that each claimed active ingredi-
ent in a combination product must make
a contribution to the claimed effect(s).
(8ee part IT. paragraph C.1. above—Gen-~
eral combination policy.) Based upon
this determination, the Panel concludes
that combination products must be la-
beled to reflect all of the proven pharma-
cologic activities of each active ingredi~
ent in the combination. If a single ingre-
dient has several activities, these should
&ll be identified in the labeling consistent
with the activities found at the recom-
mended dosage for the product.

The Panel recommends that the 1abel-
ing of a combination product containing
active ingredients for treatment of con-
current symptoms emphasize the use of
the product only when all such symptoms
are present. The consumer should be
adequately informed through the label-

ing of the therapeutic capabilities of the

product. If, for example, only the symp-
tom of running nose is present, a single
ingredient rather than a combination
product would be the rational therapy.
Labeling should therefore fully reflect
the activities of all active ingredients at
the dosage recommended so that a con-
sumer may select an appropriate product
for relief of concurrént symptoms. If a
pbroduct contains an active ingredient
for which no Iabeling claim is made, it
is clearly misleading to the consumer.

7. Marketing experience for cold,
cough, allergy, bronchodilator and anti-
asthmatic combination products. The
Panel recognizes the extensive marketing
history of CCABA preparations. The
drug industry presented data to the Pan-
el summarizing consumer complaint in-
formation obtained from a survey of 32
pharmaceutical manufacturers (Ref. 2).
A total of 117 combination CCABA prod-
ucts representing over 4 billion package
units were included in the survey. The
products were combinations of 83 ingre-
dients representing 9 pharmacologic
groups (nasal decongestants, antitus-
sives, expectorants, antihistamines, an-
ticholinergics, bronchodilators, analge-

sies, sedatives and stimulants) . Inactive .

ingredients such as glycine and alcohol
were also included in the data presented.

The drug industry reported to the
Panel that the overall number of con-
sumer complaints in the survey, in terms
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of either adverse reactions and/or inef-
fectiveness was less than one complaint
per one million packages sold. However, .
from the survey data the Panel is unable
to determine whether the information on
adverse reactions was gathered during
the entire period for which marketing
data were reported for the products. The
drug industry acknowledged that not
every consumer complaint is well-
founded or attributable to the drug prod-
uct. In addition, not every consumer who
fails to receive relief or experiénces side
effects registers complaints with the drug
manufacturer. .
The Panel has considered the market-
ing data submitted. The Panel finds that
of the 83 ingredients included in the
survey, only 11 ingredients have been
classified by the Panel as Category I
whereas 27 have been classified as Cate-
gory III. Only cne of the ingredients,
belladonna alkaloids, has been classified
as Category II when used by inhalatior
in the treatment of asthma. The re-
maining ingredients were not submitted
for review to the Panel, pursuant to the

.call for data published in the FepmraL

RecisTER of August 9, 1972 (37 FR
16029), and therefore were not consid-
ered by the Panel. Several of these in-
gredients..are currently available only
by prescription while others are inactive
ingredients. The actual quantities of ac-
tive ingredients contained in the prod-
ucts and the amounts actually consumed
by consumers were not included in the
survey data and can only be estimated.

It would appear from the data that
there is a low incidence of obvious ad-
verse reactions which the consumer can
attribute to the drug product. Since the
quantities of drug administered in the
surveyed products are not known, the
Panel has reviewed the quantities of ac-
tive ingredients contained in the mar-
keted products submitted for review to
the Panel. (See part I. paragraph A.
above—Submissions by Firms.) The
Panel presumes- that the quantities of
active ingredients confained in these
products are generally representative of
the products contained in the survey.
The Panel concludes that while market-
ing data are limited and difficult to in-
terpret they tend to support the safe use
of combinations of active ingredients re-
viewed by the Panel.

The fact that over 4 bhillion packages
of the 117 combination products have
been sold would tend to indicate that
consumers perceive a need for such
drugs. It is obvious that consumers be-
lieve these products useful, to account
for the many sales, but the extent to
which this belief by the consumer is es-
tablished by advertising rather than by a
need perceived independently of adver-
tising cannot be determined by the Pan-
el. In addition, belief in the usefulness
of a product may be related to a placebo
response and also to the fact that a self-
limiting illness is being treated.

Regarding effectiveness, the Panel has
applied the OTC Drug Review Regulation
(21 CFR 330.10(a) (4) (ii)) which pro-
vides, that as a source of corroboration
for proof of effectiveness, the reports of

significant human experience during
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marketing are appropriate. The Panel
finds the data helpful but not conclu-
sive. The Panel believes that marketing

.experience, in and of itself, cannot be
regarded as constituting-adequate proof
of effectiveness. Since the amounts of
active ingredients included in the survey
are not known, it is difficult for the Panel
to determine the effectiveness of these
combination products.

Data were contained in the survey of
combinations by pharmacologic groups.
For example, products with antitussives
and nasal decongestants were compared
to products containing antitussives,
nasal decongestants and expectorants,
etc. The data tend to indicate the addi-
tion of a drug from an additional phar-
macologic group does not alter the com~-
plaint ratios. The Panel concludes that
the data.meet the criteria of the regula-
tion (21 FR 330.10(a) (4) (ii)) and are
limited but tend to support the effective
use of certain combinations.

‘8. Criteria for Category I combination
products (for oral use unless otherwise
specified) . Based upon an evaluation of
the drug combinations submitted to the
Panel for review, the following criteria
have been established: }

a. Criterion. Each claimed active in-
gredient and its labeling in a combina-
tion must be generally recognized as safe
and effective (Category I) and each ac-
tive ingredient must be combined within
the established effective dosage range as
set forth elsewhere in this document.

b. Criterion. Products containing one
active ingredient from each pharmaco-

logic group in the combinations identi-

fied below are classified as Category I
combination products, provided the ac-
tive ingredients and their labeling are
generally recognized as safe and effective
(Category I) and such ingredients are
present in amounts within the effective
dosage range.

(1) Combinations containing an anal-
gesic-antipyretic and an antihistamine.

(2) Combinations containing an anal-
gesic-antipyretic and @ nasal decon-
gestant.

(3) Combinations containing an anal-
gesic-antipyretic, a nasal decongestant
and an antihistamine.

(4) ‘Combinations containing an anti-
histamine and an antitussive provided
the product is labeled “Caution: May
cause marked drowsiness.” The labeling
term “marked” relating to the warning
statement may be removed if adequate
data are supplied to the Food and Drug
Administration to demonstrate that the

combination product does not cause a

significant increase in drowsiness as com-
pared with each ingredient when tested
alone.

(5) Combinations containing an anti-
histamine and a nasal decongestant.

(6) Combinations containing an anti-
histamine, - an antitussive and a nasal
decongestant.

(7) Combinations containing an anti-
tussive and an expectorant provided the
product is labeled only for nonproductive
cough. Expectorants are expected to have
their major usefulness in the irritative
nonproductive cough as well as those
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coughs productive of scanty amounts of
thick, sticky secretions. Antitussives sup~
press the act of coughing and may pro-
mote retention of some mucous secre-
tions and thereby coat inflamed bron-
chial membrane linings.

(8) Combinations containing an anti-
tussive and a nasal decongestant.

(9) Combinations containing an anti-
tussive and a local anesthetic or local
analgesic-antipyretic provided the prod-
uct is available only as & lozenge. )

(10) Combinations containing an anti-
tussive, an expectorant and a nasal
decongestant provided the antitussive
and expectorant ingredients in the prod-
uct are labeled only for nonproductive
cough. Expectorants are expected to have
their major usefulness in the irritative
nonproductive cough as well as those
coughs productive of scanty amounts of
thick, sticky secretions. Antitussives sup-
press the act of coughing and may pro-
mote retention of some mucous secre-
tions and thereby coat inflamed bron-
chial membrane linings.

(11) Combinations containing an oral
bronchodilator and an expectorant pro-
vided the product is labeled only for
cough associated with asthma.

(12) Combinations containing an oral
bronchodilator (sympathomimetic) and
an oral bronchodilator (theophylline).

-(13) Combinations containing an ex-
pectorant and a hasal decongestant.

(14) Combinations containing a nasal
decongestant and a local -anesthetic or
Joeal analgesic-antipyretic provided the
product is available only as a lozenge.

9. Criteria for Category II combination
products (for oral use unless otherwise
specified) . Based upon an evaluation of
the drug combinations submitted to the
Panel for review, the following criteria
have been established:

a. Criterion. A combination is Cate-
gory II if a Category II ingredient or
labeling is present in the combination
product. :

b. Criterion. A combination. product
containing Category I ingredients from
different pharmacologic groups is classi-
fied as Category II if it includes any in-
gredient(s) at lesd than the minimum
effective dosage established by the Panel
unless the ingredient(s) are being used
to treat the same symptom. (See Part IL.
paragraph C. 10.b.(1) below—Category
IITI Combination.) .

¢, Criterion. If a product contains an
active ingredient or labeling that has not
been reviewed by this or other OTC Ad-
visory Review Panels, such ingredient or
labeling is classified by this Panel as
Category IL.

d. Criterion. A combination product is
classified as Category II if it includes

_more than two active ingredients from

the same pharmacologic group. )

e. Criterion. Combinations of active
ingredients and labeling which have been
determined by the Panel to be unsafe or
irrational and classified as Category II
are as follows:

(1) Combinations containing an anal-
gesic-antipyretic and a bronchodilator.
This combination contains an analgesic
for the symptomatic treatment of fever
or muscular aches, etc., associated with

the “common cold” and contains a
bronchodilator with a claim for the
treatment. of symptoms of asthma. The
Panel concludes that if an individual with
a cold needs relief of asthma, he should
take a bronchodilator separately since
there may be a more frequent need of
this drug than for the other ingredients
contained in the preparation. In addi-
tion, the Panel further concludes that a
bronchodilator should only be labeled for
use in patients with asthma and that
the addition of an analgesic is irrational.
The Panel believes that for treatment of
concurrent symptoms where an asth-
matic requires an analgesic or antipy-
retic, he should take such drugs sep-
arately because th